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1  Summary

Objective(s) and endpoint(s):

Primary objcctive

To compare the effect of once-weekly dosing of two dose levels of subcutaneous semaglutide
(0.5 mg and 1.0 mg) versus once-weekly dosing of two dose levels ol subcutaneous dulaglutide

(0.75 mg and 1.5 mg) on glycacmic control in subjccts with type 2 diabetes on a background
trcatment with metformin.

Primary endpoint

Change from baseline to week 40 in HbA .

Kcy sccondary objcctive

To compare the ellect ol once-weekly dosing ol two dose levels ol subcutaneous semaglutide
(0.5 mg and 1.0 mg) versus once-weekly dosing of two dose levels of subcutaneous dulaglutide
(0.75 mg and 1.5 mg) in subjects with typc 2 diabcetes on a background trcatment with metformin
with regards 10:

¢ Body weight control

e Blood pressure

e Patient reported outcomes
e Safety and tolerability

Key secondary endpoints

e Change from baseline to week 40 in body weight (kg)
Change [rom baseline to week 40 in:

e T‘asting plasma glucose

e Systolic and diastolic blood pressure
e Overall scores for patient reported outcomes: Diabetes Treatment Satisfaction Questionnaire

Subjects who after 40 weeks treatment achieve (yes/no):
e HbA . <6.5% (48 mmol/mol) American Association of Clinical Endocrinologists target
Trial design:

The trial is a 40-week randomised, open-label, active-controlled, parallel group, multicentre,
multinational, four-armed trial.
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Subjects with type 2 diabetes inadequatcely controlled with metformin alone will after approximately
2 weceks screening period be randomised ina 1:1:1:1 manner to reccive cither a dose of 0.5 mg or
1.0 mg of semaglutide once-weekly or 0.75 mg or 1.5 mg of dulaglutide once-weekly.

After the treatment period of approximately 40 weeks in total, all subjects enter a follow-up period
of'5 weeks ended by a [ollow-up phone contact. Total trial duration lor the individual subjects will
be approximately 47 weeks.

Trial population:

A planned total number ol 1196 subjects will be randomised.

Key inclusion criteria

e Male or [emale, age > 18 years at the ime of signing informed consent.

e HbA7.0-10.5% (53 — 91 mmol/mol) (both inclusive)

e Subjects on stable diabetes treatment with metformin (minimum of 1500 mg/day or maximal
tolerated dosc documented in the patient medical record) for 90 days prior to screcning

Key exclusion criteria

e Female who is pregnant, breast-feeding or intends to become pregnant or is ol child-bearing
potential and not using an adequate contraceptive method (adcquate contraceptive measurcs
as required by local regulation or practicc).

¢ Any condition, which in the investigator’s opinion might jeopardise subject’s salety or
compliance with the protocol

e ‘Ireatment with any medication for the indication of diabetes or obesity other than stated in
the inclusion criteria in a period of 90 days before sereening. An cxeeption is short-term
insulin treatment for acute illness for a total of <14 days

e History ol pancreatitis (acule or chronic)

e Screening calcitonin >50 ng/l.

e Family or personal history ol Multiple Endocrine Neoplasia Type 2 or Medullary Thyroid
Carcinoma

e Renal impairment defined as eGFR < 60 mL/min/1.73 m” as per CKD-EPI

e Subjccts presently classificd as being in New York [1cart Association Class [V

e Planncd coronary, carotid or peripheral artery revascularisation on the day of screening

e Proliferative retinopathy or maculopathy requiring acute treatment

e [listory or presence of malignant ncoplasms within the last 5 years (cxcept basal and
squamous cell skin cancer and in-situ carcinomas)

¢ Anlticipated initiation or change in concomitant medications (lor more than 14 consecutive
days or on a frequent basis) known to affect weight or glucose metabolism (e.g. orlistat,
thyroid hormones, corticosteroids)
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Asscssments:

e Glucose metabolism (HbA ., fasting plasma glucose)

e Body mcasurements (weight (in kg), body mass index (BMI) and waist circumference)

¢ Blood pressurce (sitting)

e Fasting blood lipids (total cholesterol, low density lipoprotcin cholesterol. high density
lipoprotein cholesterol, triglycerides)

e Self-measured plasma glucose (7-point profile)

e Datient reported outcomes

e Adverse events and serious adverse events

e Hypoglycaemic episodes

e Biochemistry and haematology

e Pulse

e Calcitonin

e Physical examination

e Elcctrocardiogram

Trial product(s):

‘The following trial products will be provided by Novo Nordisk A/S, Denmark:
e Scmaglutide 1.34 mg/mL. solution for injcction, 1.5 mL pre-filled PDS290 pen-injector
e Dulaglutide. solution for injection, 0.75 mg/0.5 mL in a pre-filled pen
e Dulaglutide. solution for injection, 1.5 mg/0.5 mL in a pre-filled pen
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2 Flow chart
‘ o Tnd of | Follow- EOT Follow-up
Trial Periods Screening Randomisalion Treatment lreatment 1 Premature Premalure
- (EOT) up discontinuation’ discontinuation®
Visit (V)/ phone contact (P) Vi V2 V3 P4 V5 Vé V7 V8 V9 P10 VOA P10A
Timing of visit (weeks) -2 0 4 6 8 12 16 28 40 45
Visit window (days) +7 +3 +3 +3 +3 +3 +3 +7 +7
SUBJECT RELATED
INFO/ASSESSMENTS
Informed conscnt X
In/exclusion criteria X X
Randomisation X
Concomitant illness X
Medical history X
Concomitant medication X X X X X X X X X X X X
Demography X
Diagnosis of diabetes X
Tobacco use X
History of cardiovascular discasc X
[Tistory ol gallbladder disease X
Withdrawal criteria X X X X X X X X
EFFICACY
Height X
Body weight X X X X X X X X
BMl1 X X X X X X X X
Waist circumference X X X X
Blood pressure, sitting X X X X X X X X X
[Fasting plasma glucosc X X X X X X X X
HbA |, X X X X X X X X X
Lipids X X X X
7-point prolile X X X X
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. . . s . Fnd of i | Tollow- EOL Follow-up
Trial Periods Screening | Randomisation 'rcatment trcatment 1 Prematurce Premalure
(FOT) up discontinuation? disconlinuation?
Visit (V)/ phone contact (P) Vi V2 V3 P4 V5 Vo6 V7 V8 \% P10 VA P10A
Timing of visit (weeks) -2 0 4 6 8 12 16 28 40 45
Visit window (days) 47 +3 24 +3 +3 +3 +3 +7 +7
PRO questionnaires X X X X
SAFETY
Adversc cvents X? X X X X X X X X X
I1ypoglvcaemic episodes X X X X X X X X X X X X
ECG' X X X X
Fundoscopy/Fundus photography® X
Physical examination X X X X
Pulse, sitting X X X X X X X X X
Riochemistry X X X X X X X
Creatinine (including eGIFR) X X X X X X X X
[laematology X X X X X X X
Pregnancy test’ X X X X
Calcitonin X X X X
TRTAL MATERTAL
Dispensing visit X X X X
Drug accountability X X X X X
IWRS call X X X X X X X
REMINDERS
End of trial X
Altend visit [asting’ X X X X X X X X
Direction for use (DFL)) X
Dispense diary X X X X X X X X X
Collect and review diary® X X X X X X X X
Dispense blood glucose meter X
Hand out subjcct 1D card X
Training in pen handling X X
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Footer

Description

V9 (End of treatment) and P10 (Follow-up) are applicable for all randomised subjects, except for subjects who are withdrawn. Subjects
who have discontinued trial product prematurcly should also attend V9 and P10 according to their initially scheduled week 40 and
week 45 visits.

Subjects discontinuing trial product prematurely will be asked to attend two additional visits to undergo assessments: Fnd of treatment
premature discontinuation (V9A) and Follow-up - premature discontinuation (P10A). V9A should be scheduled as soon as possible
after discontinuation of the trial product. P10A should be scheduled 5 weeks after discontinuation of trial product (+7 days visit
window).

If a subject withdraws from the trial, the investigator must aim to undertake procedures similar to those for VOA as soon as possible
aller discontinuation of (rial product and P10A should be scheduled 5 weceks afler the subject has discontinuced trial product (+7 days
window). If a subjcct has alrcady prematurcly discontinued from trial product and previously attended visit 9A (end of trecatment) and
follow-up phone contact (10A), no further visits should be attended.

Includes AEs from the first trial-related activity after the subject has signed the informed consent at V1. Procedures and assessments
performed at visit 1 and/or 2 are considered screening procedures. The result of these procedures should be considered pre-existing
conditions and should be reported as medical history or concomitant illness.

ECG performed within 7 days prior to the screening visit is acceptable provided no clinical symptoms suggestive of cardiac disease
have occurred in the meantime.

Fundoscopy/fundus photography performed within 90 days before visit 2 is acceptable if results are available for evaluation at the visit
2 and no deterioration in visual function since last assessment.

For women of child bearing potential: For site visits 1. 9 and 9A a serum pregnancy test must be performed. At the randomisation visit,
aurine pregnancy test must be performed prior to randomisation.

In case a menstrual period is missed or if pregnancy is suspected at any time during the trial, a urine pregnancy test should be
performed. The subject should be instructed not to dose trial product before pregnancy has been ruled out.

l‘asting is defined as having consumed only water within the last 6 hours prior (o visil. Glucose lowering agents and trial product
cannot be taken until after blood sampling has been performed but other prescribed medication should be taken as prescribed.

If any hypoglycacmic events are reported at P10 or P10A, information relaled o hypoglycacmic event(s) should be documented in the
subject’s medical record and the entry in the medical record will be considered source data.
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3 Background information and rationale for the trial

The trial will be conducted in compliance with this protocol, International Conlerence on
Harmonisation Good Clinical Practice (ICH GCP)* and applicable regulatory requirements, and in
accordance with the Declaration of Ilclsinki.?

In this document, the term investigator relers to the individual responsible [or the overall conduct of
the clinical trial at a trial site.

3.1 Background information

3.1.1 Type 2 diabetes

Type 2 diabetes (12D) is a progressive metabolic disease primarily characterised by abnormal
glucosc metabolism. The pathogenesis is not fully understood but scems to be heterogencous,
involving environmental, lifestyle, and genetic lactors leading 1o chronic hyperglycaemia caused by
peripheral tissue insulin resistance, impaired insulin secretion due to abnormal beta-cell function

and abnormal glucosc metabolism in the liver.?

Optimal glycaemic conirol is the treatment goal in subjects with T2D in order to prevent long-term
complications associated with chronic hyperglycaemia.* Despite the availability of several
antidiabetic drugs and insulin, a significant proportion of subjccts with T2D do not achicve the
recommended blood glucose (BG) target levels.>®

3.1.2 Glucagon-like peptide-1

Glucagon-like peptide-1 (GLP-1) is an incretin hormone scercted from the L-cells in the small
intestine. An incretin hormone is a gut-derived peptide with important physiological [unction in
augmenting postprandial insulin secretion in response to ingestion of a meal. GLP-1 has a glucose-
dependent stimulatory cffect on insulin and inhibitory cffect on glucagon seerction from the
pancreatic islets (i.e. when plasma glucose (PG) levels are above normal).L§ Both these ellects are
considered of importance for the glucose lowering effect of GLP-1.? Physiologically, GLP-1 has a
pronounced inhibitory effect on gastric emptying. ™ This effect seems to diminish upon chronic
exposure 1o GLP-1.1-2 Ay supra-physiological levels GLP-1 also lowers body weight due 10 a
decreased cnergy intake induced by a lowered appetite.’2

Subjccts with diabetes have a deercased incretin cffect. 2 [lowever. the insulinotropic action of

GI.P-1 and thus. the ability to lower BG is preserved in subjects with T2D when administered at
supra-physiological levels.*®

The mechanism of action makes GLP-1 a potent BG lowering agent' and thus an attractive
pharmacological tool for treatment of T2D.1%2%2 However, the very short climination half-lifc (t,)
of endogenous GLI-1, ty, <1.5 minutes after intravenous (i.v.) administration, due to rapid
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degradation by ubiquitous dipeptidyl peptidase (DPP-4)% makes native GLP-1 an unattractive
treatment option. Clinical trials have revealed that 24-hour infusion of native GI.P-1 would be
necessary to achieve satisfactory glycaemic control.Z Therefore, to benefit from the potentials of
GLP-1 in treatment of diabetes it has been necessary to develop GLP-1 receptor agonists (RA) with
longer hall-lives.

3.1.3 Semaglutide

Scmaglutide is a potent human GLP-1 analoguc for subcutancous (s.c.) administration. It is
structurally similar to liraglutide (Victoza®), a once-daily GLP-1 analogue developed by Novo
Nordisk and approved worldwide for the treatment of 12D.

For the semaglutide molecule the principal mechanism of protraction is albumin binding facilitated
by a large fally acid dertved chemical moiety attached to the lysine in position 26. The specilic
modifications in the molecule are: 1) a modification in position 8 (alanine to 2-aminoisobutyric
acid) of the peptide backbone in order to further increasc stability against DPP-4, and a changc in
position 34 [rom a lysine o an arginine in order (o only have one (1) lysine in the sequence; 2) a
large hydrophilic linker between the lysine in position 26 and the gamma glutamate whereto the
fatty acid is attached; 3) a C18 fatty di-acid with a terminal acidic group. The latter two (2)
contribute 10 increased albumin binding which results in decreased renal clearance. Tn addition to
slowed degradation in plasma and decreased renal clearance, delayed absorption from subcutis
possibly also contributes to a prolonged half-life t. of 155-183 hours.

In vitro receptor studies have shown that semaglutide is a potent and selective GI.P-1 analogue, and
animal studics using non-diabctic rats, non-diabetic pigs and diabetic mice have shown lowering of
BG and inhibition of food intake. A clinically rclevant cffect on glucosc metabolism and body
weight has also been observed in humans.

3.14 Nonclinical data - semaglutide

The nonclinical programme for scmaglutide was designed according to the ICH M32 guideline to
support the clinical development. The standard nonclinical data package required 1o support phase 3
clinical trials has been completed. In addition. 2-year carcinogenicity studies and a pre- and
postnatal development toxicity study have been completed.

Scmaglutide is generally well tolcrated with expected GLP-1 effects on food intake and body
weight being dose limiting in mice, rats and cynomolgus monkeys. 1T'wo potential safety issues have
been identified.

3.14.1 Thyroid C-cell tumours in rodents

‘Treatment-related non-genotoxic proliferative changes in the thyroid C-cells of mice and rats were
observed in 2-ycar carcinogenicity studics with scmaglutide. Early C-ccll changes were also
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identified in repeated dose toxicity studies with semaglutide in mice. 1lowever, this was not the casc
in other species including a 52-week repeat dose study in non-human primates at exposure levels up
to 36-fold above the expected clinical exposure. The observed pattern of effects in mice and rats
(thyroid C-ccll proliferation preceded by increase in scrum caleitonin) and lack of thesc effects in
the non-human primate and in man suggest that the mechanism by which semaglutide acts on the
thyroid C-cells in rodents is the same as has been demonstrated lor other GI.P-1 RAs, including
liraglutide. The rclevance for human subjccts is unknown. Recently published data have shown that
the GLP-1 receptor is not expressed in the normal human thyroid. Accordingly, the risk ol GL.P-1
receptor mediated C-cell changes in humans is considered 1o be low.=

3.1.4.2 Teratogenicity in rats

Semaglutide has been concluded teratogenic in rats, with exposure at no observable adverse ellect
level (NOAEL) below expected human exposure. This effect is regarded to be caused by
impairment of nutrient supply to the embryo across the inverted yolk sac with placental function
which is specific to rats.

Non-human primates and humans do not depend on a yolk sac with placental function to supply
nutrients to the embryo early in pregnancy. The ellect on rat embryo-loetal development is
therelore not likely to be relevant to humans as described below. Preliminary and main embryo-
foctal development and pre- and postnatal development studics with doses corresponding to 12-15
(old expected clinical exposure in cynomolgus monkeys have been (inalised. In the main embryo-
foetal development study sporadic abnormalities were reported across all dose groups and in the
pre- and postnatal development study a dose-dependent increasc in carly pregnancy losses was
observed. The findings observed across the three studies in cynomolgus monkeys are not indicative
of a teratogenic potential of semaglutide in this species. The increase in early pregnancy losses is
indicative of cmbryo-toxicity, which may be related to the maternal effect of semaglutide (marked
body weight loss). A developmental toxicity NOATLL was determined at an exposure 1-to 2 (old
the expected clinical exposure (1 mg/week). A risk for the developing human embryo or foetus
cannot be definitely ruled out, but the absence of findings indicative of teratogenicity in the
embryo-loetal development and pre- and postnatal development studies in cynomolgus monkey
decreases the level of concern.

A comprchensive review of results from the nonclinical studics can be found in the current cdition
of semaglutide (NN9535) Tnvestigator’s Brochure (TB).%® or any updates hereof.

3.1.5 Clinical data - semaglutide

As of 20 December 2014, six clinical pharmacology trials (trials 1820, 3679, 3633, 3616, 3819 and
4010) and onc phasc 2 trial (trial 1821) have been completed with semaglutide s.c. In the completed
trials, 553 subjects have been exposed to semaglutide: 192 healthy subjects (both single and
multiple dosing), 313 subjects with 12D (up to 12 weeks treatment) and 48 subjects with varying
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decgrees of renal impairment (four with T2D) (single dosing). In addition. 22 healthy subjects have
been exposed to semaglutide s.c. in the oral administration semaglutide project (trials NN9924-3691
and NN9924-3692).

As of 20 Dcecember 2014, 8 therapeutic confirmatory trials arc ongoing with semaglutide s.c. The
ellicacy and salety ol semaglutide s.c. dosing once weekly is compared versus placebo in drug
naive subjects (trial 3623), versus the DPP-4 inhibitor sitagliptin (trial 3626), versus exenatide
cxtended releasc (trial 3624), versus basal insulin (trial 3625) and versus placcbo as add on to basal
insulin (trial 3627). In addition, a long-term (104 weeks) trial is ongoing to compare the long-term
safety (including cardiovascular risk) and efficacy versus placebo as add-on to standard-of-care
treatment (trial 3744). Finally, two trials are being conducted in Japanese subjects with T2D in
which the ellicacy and salety ol semaglutide as monotherapy is compared (o sitagliptin
monotherapy (trial 4092) and semaglutide (0.5 mg and 1.0 mg) in monotherapy or in combination
with onc oral antidiabctic drug (OAD) (cither of sulfonylurea, glinide, a-glucosidasc inhibitor or
thiazolidinedione) is compared with OAD therapy in subjects who are insulliciently controlled on
diet/exercise therapy or OAD monotherapy (either of sulfonylurea, glinide, a-glucosidase inhibitor
or thiazolidincdione) (trial 4091). In parallel. 10 clinical pharmacology trials arc ongoing (trials
3817, 3789. 3652, 3685. 3634, 3684, 3651, 3635, 3687 and 3818) 10 investigate the metabolism of
semaglutide, the impact of hepatic impairment on the pharmacokinetic profile of semaglutide and
the effect of semaglutide on several aspects of glycaemic control, appetite regulation, QTc-
prolongation and drug-drug interaction with selected oral drugs. These investigations are being
performed in different populations including healthy subjects, subjects with 12D, obesc subjects
and subjects with hepatic impairment.

3.1.51 Pharmacokinetics

Results from two single dosc trials (NN9535-3616 and NN9535-4010) and from onc multidosc trial
(NN9535-3819) based on the I.C-MS/MS assay demonstrated a median time to maximum
concentration (tyax) of 24-96 hours post dosing and a ty, in the range of 155-183 hours. Overall, the
pharmacokinctic propertics of semaglutide appear similar in Caucasian and Japanese subjccts and
also in healthy subjects and subjects with T2D. In a wrial with subjects with difllerent degrees ol
renal impairment (NN9535-3616), data suggested that subjects with severe renal impairment had a
slightly higher cxposurc compared to subjccts with normal renal function. Arca under curve (AUC,.
») Increased by approximately 22% in subjects with severe renal impairment whereas subjects with
mild or moderate renal impairment and subjects on haemodialysis had exposure similar to subjects
with normal rcnal function. No safety signals werce identified in cither of the renal groups and
tolerability profiles appcared similar across renal groups; thus a dosc-reduction in subjccts with
severe renal impairment does not appear to be warranted.

Interaction with oral contraceptives was assessed at semaglutide 1.0 mg steady=-state exposures in
postmcnopausal women with T2D (NN9535-3819). Stcady-statc exposurcs (AUCg4p) of
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cthinylcstradiol and levonorgestrel were slightly incrcased. with bioequivalence critcrion mct for
ethinylestradiol but not for levonorgestrel; the increase was seen when oral contraceptives were
coadministered with semaglutide compared to oral contraceptives alone. The bioequivalence
critcrion was met for maximum concentration (Cy,y) of both cthinylestradiol and levonorgestrel.
These data indicate that semaglutide does not decrease the exposure of oral contraceptives, and
suggest that no adjustments ol oral contraceptive dose are warranted (or women ol childbearing
potential using a low-dosc oral contraceptive.

3.15.2 Efficacy

As of 20 December 2014, efficacy of semaglutide in the target population - subjects with 12D has
been investigated in one phase 2 dose range finding trial (NN9535-1821). The trial was a 12-week,
randomised, double-blind, placebo- and active-controlled trial in which 411 adulis with T2D
received once-weekly s.c. injection of 1 of 5 semaglutide dosc levels (0.1-1.6 mg), once-daily
injection of open label liraglutide (1.2 mg or 1.8 mg) or once-weekly placebo.

12 weeks of treatment, equivalent to 5-7 weeks in steady state on maintenance dose, provided
statistically significant and clinically rclevant improvement in glycacmic control for dosc levels of
0.2 mg and above. Mean changes in glycosylated haemoglobin (HbA ) [rom baseline was up to -
1.19% (placebo adjusted estimated treatment dillerence). Dose-dependent improvements in [asting
plasma glucosc (I'PG) and postprandial PG werce also obscrved. The improvement in glycacmic
control was accompanied by weight loss (or semaglutide doses ol 0.8 mg and above (estimated
treatment difference compared to placebo up to a mean value of -3.64 kg).

3.1.5.3 Safety

From the clinical trials completed so [ar the [ollowing salety observations have been made. In
consistency with the findings obtained from cvaluating other GLP-1 RAs, common adverse cvents
(ALs) included nausca and vomiting; most of them were mild to moderate in scverity.
Hypoglycaemia has occurred in subjects receiving semaglutide and these events have mainly been
minor. As with other GLP-1 RAs, an increase in heart rate has been observed in subjects exposed to
semaglutide . The implications of this increase are unknown. As with all protein based
pharmaceuticals, subjects treated with semaglutide may develop immunogenic and allergic
reactions. Few allergic reactions have been reported in connection with semaglutide. These have
mainly been mild and transient however, more gencralised reactions may occur. including urticaria,
rash. pruritus and rare cases ol angioedema have been observed. Injection site reactions have been

infrequently reported. These have mainly been mild and transient in nature.
Pleasc sce the current edition of semaglutide (NN9535) 1B2 or any updates hercof for further

details.

For an assessment of beneliis and risks of the trial, see section 18.1.
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3.1.6 Dulaglutide

Dulaglutide is a GI.P-1 RA with prolonged action developed and marketed by Eli Lilly and
Company, IN, US under the trade name 1rulicity®. Dulaglutide has recently been approved in the
US and in the EU for use as once-wecekly s.c. injection for trecatment of T2D. Dulaglutide has shown
non-inferiority on glycaemic control versus liraglutide, but signilicantly less weight loss. !

Dulaglutide belongs to the same class of drugs as semaglutide and as such they share many ol the
samc cfficacy and safcty charactcristics. As dulaglutide is a marketed drug its charactceristics arc
described in the EU summary of product characteristics (SmPC),2 US prescribing information®
and the local prescribing information (non-US and non-EU countries) for dulaglutide (Trulicity™).

3.2 Rationale for the trial

The currently available treatment modalities [or T2D are still not satislactory and there is a large
proportion of subjects not reaching the treatment targets despite a high level of compliance with the
trcatment regimens. Furthcrmore. there is a segment of subjects where cither compliance with once-
daily treatment regimens is an issue resulting in sub-optimal glycaemic control, or where there is a
wish for a more convenient treatment regimen.

The aim for the present trial is to comparc scmaglutide once-weekly versus dulaglutide once-
weekly as addition to metlormin in a population of subjects with T2D in terms ol glycaemic
control, weight control and other efficacy parameters. Furthermore. the trial is designed to address
and compare tolerability, patient well-being and treatment satisfaction,
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4 Objective(s) and endpoint(s)

4.1 Objective(s)

Primary objcctive

To comparc the cffect of once-weckly dosing of two dosc levels of s.c. semaglutide (0.5 mg and
1.0 mg) versus once-weekly dosing ol two dose levels ol s.c. dulaglutide (0.75 mg and 1.5 mg) on
glycaemic control in subjects with 12D on a background treatment with metformin.

Secondary objective

To compare the effect of once-weekly dosing of two dose levels of s.c. semaglutide (0.5 mg and
1.0 mg) versus once-weekly dosing of two dose levels of s.c. dulaglutide (0.75 mg and 1.5 mg) in
subjects with T2D on a background treatment with metformin with regards to:

¢ Body weight control

e Blood pressure and [asting blood lipids
e Patient reported outcomes

e Salety and tolerability

4.2 Endpoint(s)

4.2.1 Primary cndpoint

e Changc from bascline to weck 40 in [IbA,
4.2.2 Secondary endpoints

4.2.2.1 Confirmatory secondary endpoint

e Changc from bascline to week 40 in body weight (kg)

4.2.2.2 Supportive secondary endpoints
Supportive seccondary cfficacy endpoints
Change from baseline to week 40 in:

o FPG*
e Sclf-mcasurcd plasma glucosc (SMPG), 7-point profilc
o Mean 7 point profile
o Mean post prandial increment (over all meals)
e Fasting blood lipids (total cholestcrol, low density lipoprotcin (LDL) cholesterol, high
density lipoprotein (IIDL) cholesterol, triglyeerides)
¢ BMI and waist circumference
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e Systolic and diastolic blood pressure®
e Overall scores for patient reported outcomes
o Short Form health survey (SF-36v2TM)
o Diabetes ‘Ireatment Satisfaction Questionnaire (D1SQ)*

Subjects who after 40 wecks treatment achicve (yes/no):

o HbA;. <7.0% (53 mmol/mol) Amecrican Diabetcs Association (ADA) target

Novo Nordisk

o [IbAj. <6.5% (48 mmol/mol) American Association of Clinical Endocrinologists (AACE)

larget™
e  Wecight loss >5%
o Weight loss >10%

e HbA . <7.0% (53 mmol/mol) without severe or BG confirmed symptomatic hvpoglycaemia

episodes and no weight gain
e HbA,. reduction >1%
e Wecight loss >3%
e HbA reduction >1% and weight loss >3%

Supportive secondary satety endpoints

e Number of treatment emergent adverse events (TEAESs)
e Number of treatment emergent severe or BG conlirmed symptomatic hypoglycaemia
episodes

e ‘lreatment emergent severe or BG confirmed symptomatic hypoglycaemia episodes (ves/no)

Change from baseline to week 40 in:

e [lacmatology

¢ Biochcmistry

e Calcitonin

e Pulse

o [ilectrocardiogram ([LCG) category
e Physical examinalion

* Key supportive secondary endpoint prospectively selected lor disclosure (e.g. clinicalurials.gov

and EudraCT)
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5 Trial design

5.1 Type of trial

‘The trial is a 40-week randomised, open-label, active-controlled, parallel group, multicentre,
multinational, four-armed trial.

Subjects with T2D inadequately controlled with metformin alone will alier approximately 2 weeks
screening period be randomised in a 1:1:1:1 manner to receive either a dose of 0.5 mg or 1.0 mg of
semaglutide once-weekly or 0.75 mg or 1.5 mg of dulaglutide once-weekly.

After the treatment period of approximately 40 weeks in total, all subjects enter a follow-up period
of 5 weeks ended by a follow-up phone contact. Total trial duration for the individual subjects will
be approximately 47 weeks. The trial design is summarised schematically in Figure 5-1.
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Figurc S—-1  Trial design

5.2 Rationale for trial design

‘The aim for the trial is to compare the efficacy of semaglutide 0.5 mg once-weekly versus
dulaglutide 0.75 mg oncc-weckly and the cfficacy of semaglutide 1.0 mg once-weckly versus
dulaglutide 1.5 mg once-weekly in subjects with T2D in terms of glycaemic control, weight control
and other efficacy parameters. Furthermore, the trial is designed to address and compare
tolcrability, patient well-being and treatment satisfaction. The in- and cxclusion criteria allow for
cnrolment of a broad trial population and include subjects with mild renal impairment. The
treatment duration of 40 weeks is considered adequate for assessment of efficacy, safety,
tolerability and patient satisfaction.
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5.3 Treatment of subjects
Semaglutide treatment

Subjects randomised to semaglutide will follow a fixed dose escalation. The maintenance dose of
0.5 mg will be reached after 4 doses (4 weeks) of 0.25 mg. The maintenance dose of 1.0 mg will be
reached aller 4 doses (4 weeks) ol 0.25 mg. [ollowed by 4 doses (4 weeks) ol 0.5 mg. Alter the
maintenance dose is reached, the dose must not be changed during the course ol the trial unless due
to safcty rcasons.

Dulaglutide treatment

Subjects randomised to dulaglutide will receive a dose of either 0.75 mg or 1.5 mg dulaglutide
once-weekly without dose escalation. The randomisation dose must not be changed during the
course ol the trial unless due (o salety reasons.

Table 5-1 Treatment of subjects
Trial periods Screening | Treatment Treatment Treatment Follow-up
Duration of each period 2 weeks 4 weeks 4 weeks 32 weeks 5 weeks
Treatment arm N
. . . . Semaglutide | Semaglutide | Semaglutide
¢ 5 2 Scr - = /-
Semaglutide 0.5 mg 99 | Screening 0.25 me 0.5 me 0.5 me Follow-up
! . . . Semaglutide | Semaglutide | Semaglutide
~ . =] =
Semaglutide 1.0 mg | 299 | Screening 0.25 me 0.5 me 1.0 me Follow-up
. ‘ . Dulaglutide | Dulaglutide | Dulaglutide
Dulaglutide 0.75 mg | 299 | Screening 0.75 me 0.75 mg 0.75 me Follow-up
. . Dulaglutide | Dulaglutide | Dulaglutide
o) -
Dulaglutide 1.5 mg 299 | Screening 1.5mg 1.5 me 1.5 mg Follow-up

53.1 Background medication

‘The only allowed diabetes background medication is metformin. Subjects must upon inclusion
continue pre-trial dose of background medication throughout the entire trial unless the subject meets
the rescue criteria, see section 6.4.

Metformin

Metformin is considcred background medication and will not be provided by Novo Nordisk A/S.
Mettormin should be used in accordance with standard of care in the individual country at the
discretion of the investigator. However, the maximum approved dose in the individual country must
not be exceeded.

Only applicable for Slovakia: All antidiabetic medication will be reimbursed by Novo Nordisk
Slovakia s.r.o.
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5.3.2 Injection site

Injections should be administered in the thigh, abdomen or upper arm, at any time of the day
irrespective of meals. [njections should be administered on the same day of the week during the
trial. Injections should not be administered intravenously or intramuscular.

533 Missed dose

[ a semaglutide dose is missed, it should be administered as soon as noticed, provided the time to
the next scheduled dosc is at lcast 2 days (48 hours). If a dosc is missed and the next scheduled dose
is less than 2 days (48 hours) away, the subject should not administer a dose until the next
scheduled dose. A missed dose should not affect the scheduled dosing day of the week.

If a dulaglutide dose is missed, it should be administered as soon as possible if there are at least 3
days (72 hours) until the next scheduled dose. Il less than 3 days (72 hours) remain belore the next
scheduled dose. the missed dose should be skipped and the next dose should be administered on the
regularly scheduled day. In cach casc, subject can then resume their regular once weekly dosing
schedule.

54 Trecatment after discontinuation of trial product

When discontinuing trial products the subject should be switched to a suitable marketed product at
the discretion of the investigator.

5.5 Rationale for trcatment

Semaglutide has been developed for s.c. administration. The doses of 0.5 mg and 1.0 mg once-
weekly have been chosen based on careful evaluation to strike a satistactory balance of efficacy and
safety that would satisfy the majority of subjects. Hence, the duration and the dose of the
randomiscd trcatments arc considcred adequate for obtaining meaningful information on cfficacy
and salety in accordance with the trial objectives. Subjects will enrol (or a treatment period ol 40
weeks in order to be able to evaluate full effect and durability of the primary and secondary
cndpoints as well as rcasonable safcty asscssment.
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6 'Trial population

6.1 Number of subjects

Number of subjects planned to be screened: 1994
Number of subjeets planned to be randomised: 1196
Number of subjects expected o complete the trial*: 897

*Number of subjects expected to complete the (rial on randomised trial product without rescue medication.

6.2 Inclusion criteria
[For an eligible subject, all inclusion criteria must be answered “yes”.
1. Informed consent obtained before any trial-related activities. T'rial-related activities are any

proccdures that arc carried out as part of the trial, including activitics to determine suitability for
the trial

2. Male or lemale, age > 18 years at the time ol signing informed consent

3. Subjccts with T2D diagnoscd clinically > 90 days prior to screening

4. HbA;7.0-10.5% (53 — 91 mmol/mol) (both inclusive)

5. Subjects on stable diabetes treatment with metformin (minimum of 1500 mg/day or maximal
tolerated dosc documented in the paticnt medical record) for 90 days prior to screcning

6.3 Exclusion criteria

For an eligible subject, all exclusion criteria must be answered "no".

Known or suspected hypersensitivity to trial product(s) or rclated products

Previous participation in this trial. Participation is delined as signed inlormed consent

Female who is pregnant, breast-feeding or intends to become pregnant or is of child-bearing
potential and not using an adequate contraceptive method (adcquate contraceptive measurcs as
required by local regulation or practice). Germany: Only highly effective methods of birth
control are accepted (i.e. one that results in less than 1% per year failure rate when used
consistently and correctly such as implants, injeclables, combined oral coniraceptives, some
intrauterine device), or sexual abstinence or vasectomised partner. Ireland: Adequate

W N =

contraceptive measures are defined as established use of combined oral contraceptives, injected
or implanted hormonal methods of contraception, sterilisation, infrauterine device or
intrauterine system or consistent use of barrier methods together with the use of spermicide and
sexual abstinence. United Kingdom: Adequate contraceptive measures are defined as
established use of oral, intravaginal, transdermal combined estrogen and progestogen
hormonal methods of contraception; oral, injected or implanted progesiogen only hormonal




Protocol Date: 14 July 2015 | Novo Nordisk

Trial ID: NN9535-4216 \ AL Version: 1.0
UTN: Ul111-1164-8495 Status: Final
FudraCT no.: 2014-005375-91 Page: 28 ol 102

methods of contraception, placement of an intrauterine device or intrauterine hormone
releasing system, bilateral tubal occlusion, barrier methods of coniraception (condom or
occlusive cap with spermicidal foam/gel/film/cream/suppository), female sterilisation,
vasectomised partner (where partner is sole partner of subject), or true abstinence (when in line
with preferred and usual lifestyle).

4. Receipt ol any investigational medicinal product within 90 days belore screening

5. Any condition, which in the investigator’s opinion might jeopardisc subject’s safcty or
compliance with the protocol

6. Treatment with any medication for the indication of diabetes or obesity other than stated in the
inclusion criteria in a period of 90 days before screening. An exception is short-term insulin
treatment for acute illness for a total ol <14 days

7. History of pancreatitis (acute or chronic)

Screening calcitonin >50 ng/L

9. Tamily or personal history ol Multiple [indocrine Neoplasia Type 2 or Medullary Thyroid
Carcinoma

10. Renal impairment defined as cGFR < 60 mL/min/1.73 m?* as per CKD-EPI

11. Any of the [ollowing: myocardial infarction (M), stroke or hospitalisation [or unstable angina
and/or transient ischaemic attack (11A) within the past 180 days prior to the day of screening

12. Subjects presently classified as being in New York [leart Association (NYIIA) Class TV

13. Planned coronary, carotid or peripheral ariery revascularisation on the day ol screening

14. Prolifcrative rctinopathy or maculopathy requiring acute trecatment

15. History or presence of malignant neoplasms within the last 5 years (except basal and squamous
cell skin cancer and in-situ carcinomas)

16. Anticipated initiation or change in concomitant medications (for more than 14 consecutive days
or on a frequent basis) known to affcct weight or glucosc metabolism (c.g. orlistat, thyroid
hormones, corticosteroids)

>

6.4 Rescue criteria

Subjccts with persistent and unacceeptable hyperglycacmia should be offered treatment
intensilication. [( any ol the I'PG values exceed the limits outlined below and no intercurrent cause
of the hyperglycaemia can be identified, a confirmatory FPG should be obtained by the central
laboratory by calling thc subjcct for a re-test as soon as possiblc:

e 15.0 mmol/L (270 mg/dl) from week 2 to end of week 7
e 13.3 mmol/L (240 mg/dl) from week 8 to end of week 13
e 11.1 mmol/L (200 mg/dl) from week 14 to end of trcatment

[f the confirmatory FPG also exceeds the values described above, the subject should be offered
rescue medication in accordance with ADA/European Association for the Study of Diabetes™
(excluding GLP RAs, DPP-4 inhibitors and amylin analogucs). It is important for trial integrity that
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only subjccts actually nccding trcatment intensification (as defined above) are started on rescuc
medication. Rescue medication (intensification of existing background medication and/or initiation
of new antidiabetes medication) and any changes hereto should be captured on the concomitant
mcedication form in the clectronic casc report form (cCRF), sce section 8.2.4. Rescue medication
should be prescribed as add-on (o randomised treatment and subjects should continue to lollow the
protocol-specilied visit schedule.

6.5 Premature discontinuation of trial product criteria

[(any ol the below trial product discontinuation criteria apply, the subject must be discontinued
from trial product. The procedures in section 8.1.6 should be performed and the subject will not be
withdrawn from the trial.

The subject must discontinue [rom trial product il the following applies:

e In case ol pregnancy or intention (0 become pregnant

e A subject included in the trial in violation ol the inclusion and/or exclusion criteria

e Simultaneous participation in any other clinical trial receiving an investigational medicinal
product

e Duc to a safety concern at the discretion of the investigator

e Calcitonin value >50 ng/L

The primary reason [or discontinuation ol trial product must be specilied in the eCRT'.

6.6 Withdrawal reason
The subject may withdraw at will at any time. The subject’s request to discontinue must always be
respected.

e  Withdrawal ol inlormed consent

Please see section 8.1.7 for procedures to be performed in case of subject withdrawal.

6.7 Subject replacement

Subjects who are withdrawn, initiated rescue medication or prematurely discontinue will not be
replaced

6.8 Rationalc for trial population

Subjects with T2D who are inadequately controlled on metformin will be included in the trial. Only
serious concomitant conditions which could interfere with trial schedule and procedures preclude
subjects from participating. The in- and exclusion criteria allow for enrolment of a broad trial
population and include subjccts with mild renal impairment.
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7 Milestones

Planned duration ol recruitment period (I'PT'V—TLPI'V): 24 weeks
Planned date for FPFV: 06-Jan-2016
Planncd date for LPLV: 24-May=-2017

End of trial 1s delined as LPLV.

Recruitment:

The screening and randomisation rate will be followed closcly via the interactive web responsc
system (IWRS) in order to estimate when to stop screening. All investigators will be notified
immediately when the recruitment period ends, after which no further subjects may be screened and
thc IWRS will be closcd for further sereening. All subjects included in the screening period and
eligible for randomisation can be randomised.

Trial registration:

Information of the trial will be discloscd at clinicaltrials.gov and novonordisk-trials.com. According
to the Novo Nordisk Code ol Conduct for Clinical Trial Disclosure,ﬂ it will also be disclosed
according to other applicable requirements such as those of the International Committee of Medical
Journal Cditors, > the Food and Drug Administration Amendment Act,2 Curopean Commission
Requirements“‘35 and other relevant recommendations or regulations. [f a subject requests to be
included in the trial via the Novo Nordisk e-mail contact at these web sites, Novo Nordisk may
disclose the investigator’s contact details to the subject. As a result ol increasing requirements lor

transparency, some countries require public disclosure ol investigator names and their alfiliations.
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8 Methods and assessments

8.1 Visit procedures

‘The following sections describe the assessments and procedures. These are also included in the flow
chart (sce scction 2) as well as visit numbers, timing of sitc and phone visits and visit windows
during the trial period.

[nformed consent must be obtained before any trial related activity. see section 18.2.
A completion scssion must be performed in the IWRS after completion of V9.

8.1.1 Investigator site log

The investigator must keep a subject screening log, a subject identification code list and a subject
cnrolment log. The subject screcning log and subject enrolment log may be combined in onc list
and may be generated [rom TWRS.

[n addition, the investigator must keep a log of staff and a delegation of task(s) list at the trial site.
Investigator must sign the log of staff and the dclegation of task(s) at the trial site prior to the
delegation ol tasks.

8.1.2 Screening, visit 1

At screening, subjects will be provided with a card stating that they are participating in a trial and
giving contact address(es) and telephone number(s) of relevant trial site staff. Subjects should be
instructed to return the card to the investigator at the last trial visit or to destroy the card after the
last visit.

[Fach subject will be assigned a unique 6-digit subject number which will remain the same
throughout the trial.

8.1.3 Screening failures

For screening lailures the screening [(ailure [orm in the case report form (CRF) must be completed
with the reason for not continuing in the trial. Serious adverse events (SAEs) from screening
failures must be transeribed by the investigator into the cCRF. Follow-up of SAEs must be carried
out according to section 12,

A screening failure session must be made in the IWRS and the screening failure form completed in
thc cCRF. The casc book must be signcd.

8.14 Re-screening

Re-screening is NOT allowed.
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8.1.5 Fasting visits

The subjects should attend site visits in a fasting state (see section 2 for details). IFasting is defined
as having consumed only water within the last 6 hours prior to the visit. Glucose lowering agents
and trial product cannot be taken until after blood sampling has been performed but other prescribed
medication should be laken according to prescription.

[I'the subject does not attend the visit in a lasting state, the subject should be asked to attend a re-
scheduled visit within the visit window to have the fasting asscssments performed.

8.1.6 Premature discontinuation of trial product

If a subject 1s prematurely discontinued from trial product, the investigator must aim to undertake
procedures similar to those for visit 9A (end of treatment) as soon as possible and the follow-up
phone contact (phone contact 10A) should be perlormed live weeks alter premature treatment
discontinuation (+ 7 days).

Subjccts discontinuing trial product prematurely should continue with the scheduled site contacts
alter visit 9A has been conducted. Tl necessary, in order Lo retain the subject in the trial, site visits
can be replaced by phone contacts after discontinuation of trial product. Furthermore, subjects
prematurcly discontinucd from trial product must be asked to attend the planncd visit (visit 9)
taking place 40 weeks (£ 7 days) aller their randomisation date and the planned phone contact
(phone contact 10) five weeks later (+ 7 days).

[f the subject is not willing to attend one or more of the above mentioned visits, it should be
documented in the subject’s medical record that the subject has relused 10 atiend the visit.

For subjects prematurely discontinued from trial product, final drug accountability must be
performed and a trcatment discontinuation scssion must be made in the IWRS. The rcason for
premature discontinuation of trial product must be recorded in subject’s medical records and the
eCREF.

8.1.7 Withdrawals

I( a subject considers 10 withdraw (rom the irial, the investigator must aim (o underiake procedures
similar to those for visit 9A (end of treatment) as soon as possible and the follow-up phone contact
(phone contact 10A) should be performed five weeks after premature treatment discontinuation (| 7
days). If a subjcct has alrcady prematurcly discontinued from trial product and previously attended
visit 9A (end of treatment) and follow-up phone contact (10A), no further visits should be attended.

For withdrawn subjects, the end-of-trial form including the primary reason for premature
discontinuation of trial product must be complcted, and final drug accountability must be performed
even il the subject is not able to come (o the trial site. A treatment discontinuation session must be
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madc in thc IWRS. however if a subject has alrcady prematurely discontinued from trial product
and a treatment discontinuation session in IWRS has been done, no TWRS session should be
completed. The case book must be signed.

Although a subject is not obliged to give his/her reason(s) for withdrawing from a trial, the
investigator must make a reasonable elfort to ascertain the reason(s), while [ully respecting the
subject’s rights.

8.1.8 Investigator assessment

Revicew of diarics, PROs, laboratory reports, ECGs, fundoscopy/fundus photography, physical
examination etc. must be documented with the investigator’s or delegate’s dated signature either on
the front page of the documents and/or in the subject's medical record. The signed documents must
be retained at the trial site as source documentation.

For ECGs, physical examinations and fundoscopy/fundus photography the evaluations must follow
the categorics:
e Normal
e Abnormal
— Was the result clinically signilicant? (No/Yes)

The evaluation should be based on investigator’s or delegate’s judgment.

[For laboratory report values outside the reference range, the investigator must specify whether the
value is clinically significant or clinically non-significant. All laboratory printouts must be signed
and dated by the investigator on the day of evaluation. The signed laboratory report is retained at
the trial sitc as sourcc documentation.

In case ol abnormal clinical significant [indings found as a result ol screening procedures conducted
at visit 1 or assessments revealing baseline conditions at visit 2, the investigator must state a
comment in the subject’s medical record and record this in the concomitant illness form in the
¢CRF. At subsequent visits, any clinically signilicant changes or new clinically signilicant [indings
must be reported as an AE according to section 12.

Investigator or trial sitc staff must review the diary to cnsurc that AEs, including overall change in
health and concomitant medication, are reported.

[f clarification of entries or discrepancies in the diary or PRO is needed, the subject must be
qucstioned and a conclusion madc in the subject's medical record. Care must be taken not to bias
the subject.
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8.2 Subject related information

8.2.1 Demography

Demography will be recorded at screening visit and consists of:
e Date of birth (according to local regulation)

e Sex

e Racc (according to local rcgulation)

e FEthnicity (according to local regulation)

8.2.2 Tobacco use

Details of tobacco use must be recorded at the screening visit. Smoking is delined as smoking at
least one cigarette, cigar or pipe daily. The collected information should include whether or not the
subject smokes or has smoked.

8.2.3 Concomitant illness and medical history
A concomitant illness is any illness that is present at the start of the trial as described in section

8.1.8.

Medical history 1s a medical event that the subject has experienced in the past. Only relevant
medical history as judged by the investigator should be reported.

The information collected for concomitant illness and medical history should include diagnosis,
onset and date of resolution or continuation, as applicable.

Any change to a concomitant illness should be recorded during the trial. A clinically significant
worsening of a concomitant illness must be reported as an AT.

8.2.3.1 Diagnosis of diabetes

The datc of diagnosis of T2D will be recorded at the screening visit.

8.2.3.2 History of cardiovascular disease

Information rclated to history of cardiovascular discase (i.c. heart failure including N'YTIA class,
hypertension or ischacmic stroke) or other risk factors for cardiovascular discasc will be recorded in
the eCRF at screening visit.

8.2.3.3 History of gallbladder disease

Information related to history ol gallbladder disease (i.e. gallstone disease, cholecystitis) will be
recorded in the eCRF at screening visit.
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8.2.4 Concomitant medication

A concomitant medication is any medication, other than the trial product, which is taken during
the trial, including the screening and follow-up periods.

Details of any concomitant medication must be rccorded at the first visit (screcning visit). Changes
in concomitant medication, including antidiabetic treatment prescribed at the end of the treatment
and rescue treatment, must be recorded at each visit as they occur and the eCRF should be updated
accordingly.

The information collceted for cach concomitant medication includes trade name or generic namc,
indication, start date (only start year 1s applicable if more than one year) and stop date or
continuation and total daily dose (applicable only for antidiabetic medication).

II'a change is due 10 an AT, then this must be reported according 1o section 12. If the change
influences the subject’s eligibility to continue in the trial, the monitor must be informed.

8.3 Assessments for efficacy

8.3.1 Height, body weight and BMI

Height is measured without shoes in cm or inches and recorded to nearest - cm or % inch.

Body weight should be mcasured without shocs and only wearing light clothing to the ncarcst kg/lb.
BMI will be calculated in the eCRF every time the weight 1s measured using the equation:

BMI = body weight (kg)/(height (m) x height (m)) [k,g/m2 = Ib/in” x 703]

8.3.2 Waist circumfercnce

The waist circumference is defined as the minimal abdominal circumferences located midway
between the lower rib margin and the iliac crest.

Thc measurcment of waist circumfcrence should be performed and recorded in the cCRF. The waist
circumlerence will be measured using a non-stretchable measuring tape. It should be recorded to the
nearest ¥z cm or 1 inch using the same measuring tape throughout the trial.

The waist circumfcrence should be measured in a standing position with an cmpty bladder and
wearing light clothing with accessible waist. The subjcet should be standing with arms down their
side and feet together. 'The tape should touch the skin but not compress soft tissue. 'The subject
should be asked to breathe normally and the measurement should be taken when the subject is
breathing out gently.
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8.3.3 Blood pressure

Systolic and diastolic blood pressure should be measured in a sitting position after the subject has
been resting for at least 5 minutes and by using the standard clinical practice at the trial site.

834 Blood samples

Blood samples will be drawn according to [Tow chart and analysed at the central laboratory 1o
determine levels of the [ollowing ellicacy laboratory parameters:

Glucosc metabolism:
e HbA,.and FPG

Lipids (all lasting):
e Total cholesterol, I.DI. cholesterol, HDI. cholesterol and triglycerides

8.35 Sclf-mcasured plasma glucosc

At the screening visit, subjects will be provided with a blood glicose meter including lancets,
plasma-calibrated test strips and control solutions as well as instructions for use. The subjects will
be instructed in how to use the device, the instruction will be repeated as necessary during the trial.

The blood glucosc mceters usc test strips calibrated to plasma valucs. Thercfore. all mcasurements
performed with capillary blood are automatically calibrated (o plasma equivalent glucose values,
which will be shown on the display.

Subjects should be instructed in how to record the results of the SMPGs in the diaries. The record of
each SMPG should include date, time and value. All data (rom the diary must be transcribed into
the eCRF during or following the contact. If obtained via phone and a discrepancy is later detected,
the valucs in the cCRF should be corrected.

8.3.6 7-point self-measured plasma glucose profile

‘The subject will be asked to perform a 7-point SMPG profile, preferably within one week prior to
sitc visit according to the flowchart, on days where the subject does not anticipatc unusual strenuous
EXEICise.

Time points, including date and time, [or the 7-point prolile: belore breaklast, 90 min alier start ol
breakfast, before lunch, 90 minutes after start of lunch, before dinner, 90 min after start of dinner
and at bedtime
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8.4 Assessments for safety

84.1 Physical examination

A physical examination must be performed and include the following:

General appearance, skin, thyroid gland, respiratory system, cardiovascular system, gastrointestinal
system including mouth, central and peripheral nervous system, and lymph node palpation

8.4.2 Pulse

Pulse (beats per minute) should be recorded at site visits after resting for 3 minutes in a sitting
position.

8.4.3 Electrocardiogram — 12 lead

A 12-lead ECG must be performed and interpreted locally by the investigator as described in
section 8.1.8.

[t is allowed to perform the screening visit ECG between the screening visit and the randomisation
visit. The results must be available prior to randomisation. An ECG performed for any reason
unrelated 1o this trial within 7 days prior (o the screening visit is acceptable provided no clinical
symptoms suggestive of cardiac disease have occurred in the meantime.

[f thc ECG was performed as a part of routinc clinical practicc on/before the date when the subject
has signed the informed consent, it must be documented in the medical records that the reason [or
performing the procedure is not related to this trial.

8.4.4 Fundoscopy/fundus photography

[Fundoscopy/fundus photography will be performed by the investigator or a local ophthalmologist
according to local practice. Result of the fundoscopy/fundus photography will be interpreted by the
investigator as described in scction 8.1.8. Dilation is not a requircment.

Il a fundoscopy/lundus photography has been performed within 90 days prior to randomisation, the
procedure does not need to be repeated, unless worsening of visual function since the last
cxamination has been noted.

[t the fundoscopy/tfundus photography was pertormed as a part of routinc clinical practisc on/betore
the date when the subject has signed the informed consent, it must be documented in the medical
records that the reason for performing the procedure was not related to this trial.
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8.4.5 Blood samples

Blood samples will be drawn and analysed at the central laboratory to determine levels of the
following laboratory parameters:

Biochemistry:
e Alaninc aminotransfcrasc (ALT), aspartatc aminotransferase (AST), albumin, bilirubin
(total), alkaline phosphatase, potassium, sodium, calcium (iotal). amylase, lipase, calcitonin
and creatinine, including eGFR (per CKD-EPI)

Haematology:
e [lacmoglobin, hacmatocrit, crythrocytes, thrombocytes and Icucocytes

Pregnancy test (lemales of child bearing potential):
e Serum beta-human chorionic gonadotropin

8.4.6 Pregnancy test

[Females of childbearing potential will have a scrum pregnancy test (beta-human chorionic
gonadotropin) performed. At the randomisation visit, a urine pregnancy test must be performed
prior to randomisation.

In case a menstrual period is missed or il pregnancy is suspected at any time during the trial. a urine
pregnancy test should be performed. ['he subject should be instructed not to dose trial product
before pregnancy has been ruled out.

Pregnancy testing will not be required (unless required by local law) for women of non-childbcaring
potential, such as but not limited 1o women who have undergone a hysterectomy, bilateral
oophorectomy, bilateral tubal ligation or are postmenopausal (e.g. women above the age of 50, who
have been without menstrual period for at least 1 year).

8.4.7 Calcitonin

Blood samplcs for the mcasurement of calcitonin concentration will be drawn as per flow chart. In
case any calcitonin value at any time of the trial is >10 ng/I., the algorithm in appendix B should be
followed.

8.4.8 Hypoglycaemic episodes

BG should always bc mcasured and recorded when a hypoglycacmic episode is suspected.
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All plasma glucosc valucs:
o <39 mmol/L (70 mg/dL) or
e > 3.9 mmol/L (70 mg/dL) when they occur in conjunction with hypoglycaemic symptoms

should be recorded by the subject, except for P10/P10A (see section 8.6.1). T'hese must be
transcribed into the eCRFE (hypoglycaemic episode form) throughout the trial from visit 1 to phone
contact 10.

The record should include the following inlormation:

¢ Date and time of hypoglycaemic episode

o The plasma glucose level belore treating the episode (il available)

e  Whether the episode was symplomatic

e  Whether the subject was able to treat him/herself

e Date and time and of last trial product administration and other antidiabetic drug(s)
administered prior to the episode

e Datc and timc of last main mcal prior to cpisodc

e  Whecther the cpisodc occurred in relation to physical activity

e Any sign ol [ever or other disease

e  Whether the subject was asleep when the episode occurred
— If yes, whether the symptoms of the episode woke up the subject

The answer to the question: "Was subject able to treat him/herself?" must be answered "No" for an
episode requiring assistance ol another person to actively administer carbohydrate, glucagon, or
take other corrective actions. Plasma glucose concentrations may not be available during an event,
but ncurological rccovery following the return of plasma glucosc to normal is considered sufficient
evidence thal the event was induced by a low plasma glucose concentration®.

Oral carbohydrates should not be given if the subject is unconscious.

[f the question "Was subject able to treat him/herself?" is answered "No", the following information
should be recorded:
e  Who assisted in the treatment ol the hypoglycaemic episode (i.e. [amily/[riend/co-worker or
similar, paramedic, doctor or other, please specity)
e Where the treatment was administered (i.e. at home/at friends/at work or similar, in an
ambulance, cmergency room/hospital or other, pleasc specify)
e Typc of trcatment provided by other person (i.c. oral carbohydrates, glucagon, TV glucosc or
other, please specily)
e  Were symptoms alleviated alier administration ol treatment?
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e Factors contributing to the episode (i.e. physical activity, missed meal, diet changed,
mcdication crror (i.c. overdose. mix-up between products), other factors not listed. pleasc
specily or none)

¢ Did the subject expericnee scizure?

o Was the subject unconscious/comatose?

e Did the subject experience any of the following symptoms?*’

— Autonomic: sweating, trembling, hunger or palpitations

— Neuroglycopenic: conlusion, drowsiness, speech dilliculty, visual disturbances, odd
behaviour, impaired balance or incoordination

— General malaise: headache or malaise

e Did the subject experience other symptoms? Please specify

e Decscription of the cpisode, if applicable

A hypoglycaemic episode form must be [illed in [or each hypoglycaemic episode. Il the
hypoglycaemic episode fulfils the criteria for an SAE then an AE form and a safety information
form must also be filled in, scc section 12.

85 Laboratory assessments

The laboratory analyses will be performed by a central laboratory. If collected, anti-semaglutide
antibody and IgE antibodics will be analysed by Novo Nordisk A/S. The central laboratory may
utilise subcontractors. In the events described in section 8.7, a local laboratory must be used.
Descriptions of assay methods, laboratory supplies and procedures for collecting, handling, storage
and shipping ol samples, will be described in the laboratory manual provided by the central
laboratory.

Laboratory samples not drawn on the day of the actual visit should preferably be drawn on another
day within thc visit window statcd in the flow chart. For somc of the samples drawn during the trial,
subjects will be asked 10 attend the relevant site visits [asting (see section 8.1.5).

Laboratory results will be sent by the central laboratory to the investigator on an on-going basis and
the investigator must review all laboratory results for signs of concomitant illness and AT:s and
report these according 1o this protocol (see section 12).

‘The laboratory provides results to the trial sites in the units preferred by the trial sites while the
results that arc transferred to the trial databasc will always be in SI units.

The laboratory equipment may provide analyses not requested in the protocol but produced
automatically in connection with the requested analyses according to specifications in the laboratory
standard operating procedures. Such data will not be transferred to the trial database, but abnormal
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values will be reported to the investigator. The investigator must review all laboratory results for
concomitant illnesses and ATis and report these according to this protocol.

All laboratory samples will be destroyed at the latest at the completion of the clinical trial report.
8.6 Other asscssments

8.6.1 Subject diary

‘The subject must be provided with paper diaries at visits described in the flow chart. Entries in the
diarics arc only to be made by the subject. unless otherwise specified.

The investigator should instruct the subjcct in recording the following data in the diary:
¢ Date, time and dose ol (irst dose of trial product
e Date and last dose of trial product prior to each visit
e  SMPG 7-point prolile
e Hypoglycaemic episodes
¢ Concomilant medication
o AEs

The diaries should be handed out/collected as indicated in the flow chart. The subject should bring
the diary lor review at every clinic visit during the trial. The recordings must be reviewed as
described in section 8.1.8 and transcribed to the eCRF.

[f any hypoglycacmic cvents arc reported at P10 or P10A, the information related to the
hypoglycaemic eveni(s) should be documented in the subject’s medical record and the entry in the
medical record will be considered source data.

8.6.2 Patient reported outcome questionnaires

The lollowing PRO questionnaire will be used in the trial:

e SF-36v2™
e DTSQs

‘The questionnaires should be completed by the subject, preferably after conclusion of all fasting
related activities but before any other visit-related activities. It takes approximately 10 minutes to
complete the questionnaires. The assessments must be reviewed as described in section 8.1.8. All
results from the PRO questionnaires must be transferred into the eCRE. Please refer 1o appendix A
for details on the PRO questions.

The SF-36v2™ questionnaire will be used to assess subjects overall health related quality of life
and can also be used 1o estimate quality adjusted lile years (QALY) which is used in cost
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cffectiveness calculations. This questionnaire contains 36 items and mcasures the individual overall
health related quality of life on 8 domains; physical functioning, role functioning, bodily pain.,
general health, vitality. social functioning, role emotional and mental health.

The DTSQs questionnairc will be uscd to asscss subject’s treatment satisfaction. This questionnairc
contains 8 items and measures the subject’s diabetes treatment (including insulin, tablets and/or
diet) in terms ol convenience, [lexibility and general leelings regarding treatment.

8.6.3 Subject compliance

Throughout the trial, the investigator will remind the subjects to follow the trial procedures and
requirements to ensure subject compliance. If a subject is found to be non-compliant, the
investigator will remind the subject of the importance of following the instructions given including
taking the trial products as prescribed.

Treatment compliance: will be assessed by monitoring of drug accountability. Prior to visits
where drug accountability is performed the subject will be asked to return all used. partly used and
unused trial products. The investigator must assess the amount ol trial products returned compared
to what was dispensed at the last dispensing visit and, in case of discrepancies, question the subject.

8.7 Adverse events with additional data collection

For some AEs. additional data collection is required and special forms must be completed in the
¢CRLE, see section 12. The AEs with additional data collection are:

e Cardiovascular events

e Pancreatitis

e Thyroid disease

e Neoplasm

e Ilypersensitivity reactions

Selected events (cardiovascular events, pancreatitis, thyroid disease and neoplasm) will be
adjudicated and for further details on the definitions, please refer to Table 12-2.

In casc any of these events fulfil the criteria for an SAE, this must be reported according to scction
12.1.
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Acute coronary syndrome

[t an event of acute coronary syndrome is observed during the trial. the following information must
be reported in the eCRY, if available:

e Duration of symptoms

e Changes in ECG

e Collection of cardiac biomarkcrs

e Cardiac imaging

e Cardiac stress testing

e Angiography

e Use of thrombolytic drugs

e Coronary Revascularisation procedures

Cerebrovascular events

[f a cerebrovascular event is observed during the trial, the following information must be reported in
the eCRFT, if available:

e Typc of cvent

¢ Conltributing condition

e Neurologic signs and symptoms
e History ol neurologic disease

¢ limaging supporting the condition
e Treaument given [or the condition

Hecart failure requiring hospitalisation

[f an event of heart failure requiring hospitalisation is observed during the trial, the following
information must be reported in the eCRF, il available:

e Signs and symptoms of heart failure

e NYHA Class

e Supportive imaging

e Supportive laboratory measurements

e [nitiation or intensification ol treatment [or this condition

Pancreatitis

In case of a suspicion of acute pancreatitis, the trial product should promptly be interrupted until
pancreatitis 1s ruled out. Appropriate additional examinations must be perlormed, including local
measurement of amylase and lipase.
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Appropriate trcatment and carcful monitoring of the subject should be initiated if pancreatitis is

confirmed as a minimum 2 out of the following 3 criteria:

e Severe acute abdominal pain

e Amylasc and/or lipasc >3x upper normal range (UNR)

e Characteristic lindings on relevant imaging e.g. compulterised axial tomography
(CT)/magnctic resonance imaging (MRI)/ultrasound)

[f acute pancreatitis is ruled out, trial product should be re-initiated. If acute pancreatitis is

conlirmed, the subject must be prematurely discontinued [rom trial product and should remain in

the trial, please refer to sections 6.5 and 8.1.6.

[f an cvent of pancreatitis is obscrved during the trial, the following information must be reported in

the eCREF, i( available:

e Signs and symptoms of pancreatitis

e Specilic laboratory tests supporting a diagnosis ol pancreatitis: amylase, lipase, bilirubin,

alkaline phosphatase, AL'T and AST
e [maging performed and consistency with pancreatic discase
e Trcatment for and complications of the cvent
e Relevant risk factors for pancreatic disease including
— History of gallstones
— History of pancrcatitis
— Tamily history ol pancreatitis
— Trauma

Thyroid disease

[f an cvent of thyroid discase, including any thyroid ncoplasms obscrved during the trial, the

(ollowing information must be reported in the eCRI, il available:

e History of thyroid disease
e Signs and symptoms leading to investigations of thyroid disease

e Specific laboratory tests describing thyroid function: thyroid-stimulating hormone (1'SH).
calcitonin, thyroid peroxidase antibodies, thyroglobulin and thyroglobulin antibody, TSH

receptor antibody, and total and frec T3 and T4 and Free Thyroid Index

e Diagnostic imaging performed and any prior imaging supporting the disease history

¢ Pathologic examinations

¢ Treatment given (or the condition
e Risk factors identified

e T‘amily history of thyroid disease
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Neoplasm

All events of neoplasms (excluding thyroid neoplasm, which will be reported under thyroid disease)
must be reported during the trial. The following information should be obtained, if available:

e Type of neoplasm

e Symptoms leading to identification of event
e Diagnostic imaging

e Pathological examination results

e Trcatment for the cvent

e Participation In scrccning programs

e Risk factors associated to the event

Hypersensitivity reactions

[n case of suspicion of a hypersensitivity reaction, the subjects should be instructed to contact the
trial sitc staff as soon as possiblc for further guidance.

All events ol hypersensitivity reactions (including allergic reactions, immune complex disease and
anti-semaglutide antibody formation) must be reported and the following information must be
obtaincd, if availablec:

e Signs and symptoms associated with the event

e Time ol appearance alier administration of trial drug
e Rclevant immunological tests perlormed

e Treatment given for the reaction

e Previous history ol similar reactions

e Risk or conlounding [actors identilied

Severe immediate hypersensitivity reaction

In casc of suspicion of a severe immediate hypersensitivity rcaction to the trial product is suspected,
the subject must be prematurely discontinued (rom trial product and should remain in the trial,
please refer to sections 6.5 and 8.1.6.

To assist in diagnosis, it is recommended to draw a blood sample for measurement of tryptasc (total
and/or mature tryptase, local assessment) within 3 hours of the hypersensitivity reaction, and if this
is achieved, a tryptase sample should be collected after a suitable washout period (minimum 5
wecks). Tryptase concentrations should be included in the specific event forms when reporting the
AL,
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Furthermore. a blood samplc for assessment of anti-scmaglutide 1gE antibodies and anti-
semaglutide binding antibodies should be collected after a suitable washout period (minimum 5
weeks).

[mmunc complex discasc

In case ol suspicion of immune complex disease, the subject must be prematurely discontinued
(rom trial product and should remain in the trial, please reler to sections 6.5 and 8.1.6. [t is
rccommended to draw a blood sample for local asscssment of complement Ievels (C3 and C4) to
assist in diagnosis. Complement level results should be included in the specilic event [orms when
reporting the AE.
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9 Trial supplies

Trial supplies comprise trial products and auxiliary supplies. Additional details regarding trial
supplies can be found in the I'rial Materials Manual.

Trial products must not be dispensed to any person not included in the trial.
Trial products must not be used, il it does not appear clear and colourless.

9.1 Trial products
The following trial products will be provided by Novo Nordisk A/S. Denmark:
Table 9-1  Trial products

‘I'rial product Strength Dosage form Route of Container/
P & 6 administration | delivery device
lution [
Semaglutide 1.34 mg/mL S(.) %1110%1 or s.C. PDS290 pen-injector
1mjection
. Solution fa -
Dulaglutide 0.75 mg/0.5 ml, o 10? or S.C. Pre-filled pen
mjcction
. Solution f
Dulaglutide 1.5 mg/0.5 mL oton fot S.C. Pre-filled pen
Injcction

Metformin is considered non-investigational medicinal product and will not be supplied by Novo
Nordisk A/S.

Only applicable for Slovakia: All antidiabetic medication will be reimbursed by Novo Nordisk
Slovakia s.r.o.

9.2 Labelling

The trial products will be labelled in accordance with Annex 13,8 local regulations and trial

requirements.

Cach trial site will be supplied with sufticient trial products for the trial on an on-going basis
controlled by the IWRS.

The investigator must document that the DFU is given to the subject orally and in writing at the first
dispensing visit (randomisation visit).
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Storage conditions

1t1al product .
P (not-in-use)

In-use conditions

In-use time*

¢ below 30°
Store in refrigerator (2°C-8°C) ZLJO; ¢ . g;’;" 0°C
Scmaglutide (US: 36°F-46°F) ' . Usc within 1
] Do not refrigerate, Do
1.34 mg/ml. Do not [reeze N month
Protect from light ot freeze
Protect from light
Store in relrigerator (2°C-8°C) N/A N/A

(US: 36°F-46°F)

Dulaglutide Do not freeze, Protect from light
0.75 mg/0.5 ml.
May be stored [or up to 12 days not
above 30°C (US: 86°F)

(For single use)

(For single use)

Store in refrigerator (2°C-8°C)
(US: 36°F-46°F)

Dulaglutide Do not lreeze, Protect [rom light
1.5 mg/0.5 mL
May be stored for up to 12 days not
above 30°C (US: 86°T")

N/.L/\.
(For single usc)

N/A
(For single usc)

* In-use time starts when first dose is taken.

The investigator must ensure the availability of proper storage conditions, and also record and
evaluate the temperature. The investigator must inform Novo Nordisk immediately il any trial
product has been stored outside specified conditions (c.g. outside temperature rangce).

Trial product that has been stored improperly must not be dispensed to any subject before it has
been evaluated and approved for further use by Novo Nordisk. The investigator must take

appropriatc action to cnsure corrcct storagc.

9.4 Drug accountability and destruction

Drug accountability is the responsibility of the investigator.

Returned trial product (used/partly used or unused including empty packaging material) can be
stored at room tempcerature and must be stored scparately from non-allocated trial product. Drug

accountability should be performed at pen level.
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Destruction will be done according to local procedurcs after accountability is finalised and verified

by the monitor. Destruction of products must be documented.

9.5 Auxiliary supplics

The following auxiliary supplies will be supplicd by Novo Nordisk in accordance with the Trial

Materials Manual:
e Needles [or PDS290 pen-injector
e DFU [or PDS290 pen-injector
e DFU for pre-filled pen
¢  BG meters and BG meter auxiliaries
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10 Interactive web response system

A trial-specilic TIWRS will be set up which can be accessed at any time via the internet or telephone.
Access to the IWRS must be restricted to and controlled by authorised persons.

[WRS is uscd for:
e Screening
e Screening (ailure
e Randomisation
¢ Medication arrival
e Dispensing
e Treatment discontinuation
e Completion
e Drug accountability
¢ Data change

IWRS uscr manuals will be provided to cach trial site.

11 Randomisation procedure

‘T'he trial is an open-label trial. A randomisation session will be performed for all eligible subjects
by using the TWRS.

Al the randomisation visit, eligible subjects will be randomised to one of the [our parallel treatment
groups in a 1:1:1:1 manner.

e Semaglutide 0.5 mg/week
e Semaglutide 1.0 mg/week
e Dulaglutide 0.75 mg/week
e Dulaglutide 1.5 mg/weeck
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12 Adverse events, technical complaints and pregnancies

12.1 Definitions

Adverse cvent

An AE is any untoward medical occurrence in a subject administered a product, and which doces not
necessarily have a causal relationship with this treatment.

An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory
finding), symptom or disease temporally associated with the use of a product, whether or not
considered related to the product.

An AE includes:

e A clinically significant worsening of a concomitant illness.

e A clinical laboratory adverse event (CLAE): a clinical laboratory abnormality which is
clinically signilicant, i.e. an abnormality that suggests a disease and/or organ toxicily and is
of a severily that requires active management. Aclive management includes aclive treatment
or further investigations, for example change of medicine dosc or more frequent follow-up
due to the abnormality.

‘The following should not be reported as AEs:

e Pre-existing conditions, including those ([ound as a result ol screening procedures (pre-
cxisting conditions should be reported as medical history or concomitant illness).

e Prc-planned procedurces unless the condition for which the procedurc was planned has
worsened (rom the [irst trial related activity alter the subject has signed the informed
consent.

e Non-serious hypoglycaemia is an AE, but is reported on a hypoglycaemic episode form
instcad of on an AL form. scc scction 8.4.8.

The lollowing three delinitions are used when assessing an Al

e Severity

— Mild - no or transient symptoms, no interference with the subject's daily activities.

— Moderate - marked symptoms, modcrate intcrfercnee with the subject's daily activitics.
— Severce - considerable interlerence with the subject's daily activities; unacceptable.

o Causality

Relationship between an AE and the relevant trial product(s):

— Probable - Good rcason and sufficient documentation to assumc a causal rclationship.
— Possible - A causal rclationship is conccivable and cannot be dismissed.

— Unlikely - The event is most likely related to aetiology other than the trial product.
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¢ Final outcome

— Recovered/resolved - Thc subjcct has fully rccovered, or by medical or surgical trcatment
the condition has returned 1o the level observed at the (irst trial-related activity alter the
subject signed the informed consent.

— Recovering/resolving - The condition is improving and the subjcct is expeeted to recover
[rom the event. This term is only applicable il the subject has completed the trial or has died
from another AE.

— Recovered/resolved with sequelae - The subjcct has recovered from the condition, but
with lasting effect due to a disease, injury, treatment or procedure. If a sequela meets an
SAE criterion, the AE must be reported as an SAE.

— Not recovered/not resolved - The condition of the subject has not improved and the
svmptloms are unchanged, or the ouicome is not known.

— Fatal - This term is only applicable if the subject died from a condition related to the
reported AE. Outcomes of other reported AEs in a subject before he/she dicd should be
assessed as "recovered/resolved", "recovering/resolving", "recovered/resolved with
sequelae” or "not recovered/not resolved”. An AE with fatal outcome must be reported as an
SAT.

— Unknown - This term is only applicable if the subject is lost to follow-up.

Serious adverse event

A SAEL is an cxpericencc that at any dose results in any of the following:

¢ Death.

o A life-threatening” experience.

o In-paticnt hospitalisation” or prolongation of cxisting hospitalisation.

e A persistent or signilicant disability or incapacity®.

e A congenital anomaly or birth defect.

e TImportant medical events that may not result in death, be lile threatening® or require
hospitalisation® may be considered an SAE when - based on appropriate medical judgement
- they may jeopardisc the subject and may require medical or surgical intcrvention to
prevent one of the outcomes listed in the definition of SAEY.

Suspicion of transmission of infectious agents via the trial product must always be considered
an SAT.

The term "lile threatening” in the delinition ol SAT: relers to an event in which the subject was
at risk of death at the time of the event. It does not refer to an event which hypothetically might
have caused death if it was morc scverc.

The term "hospitalisation" is used when a subject:
— Is admitted (o a hospital or in-patient, irrespective ol the duration ol physical stay, or
— Stays at the hospital for treatment or obscrvation for morc than 24 hours
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Medical judgement must always be excreised, and when in doubt, the hospital contact should be
regarded as a hospitalisation. Hospitalisations for administrative, trial related and social
purposes do not constitute AEs and should therefore not be reported as AEs or SAEs. Hospital
admissions for surgical proccdures, planncd before trial inclusion, arc not considered AEs or
SAEs.

A substantial disruption ol a subject's ability to conduct normal lile (unctions (e.g. following the
cvent or clinical investigation the subjcct has significant, persistent or permanent change,
impairment, damage or disruption in his/her body [unction or structure, physical activily and/or
quality of life).

For example intensive treatment in an emergency room or at home of allergic bronchospasm,
blood dyscrasiasis or convulsions that do not result in hospitalisation, or development ol drug
dependency or drug abuse.

Non-serious adverse event

A non-serious AT is any ALY which does not (ulfil the delinition ol an SAT:,

Mcdical ¢vent of special interest

A mcdical cvent of special interest (MESI) is an cvent which, in the cvaluation of safcty, has a
special focus as required by health authorities. A MEST is an AE (SAE or non-serious AE) which
fulfils one or more of the below defined MESI criteria.

1. Medication errors concerning trial products:

— Administration of wrong drug or use of wrong device.

Note: Use of wrong dispensing unit number (DUN) is not considered a medication error
unless it results in administration of wrong drug.

— Wrong route ol administration, such as intramuscular instead of s.c.

— Administration of an overdose with the intention to cause harm (e.g. suicide attempt).

— Accidental administration of a lowcer or higher dosc than intended. However, the
administered dose must deviate [rom the intended dose to an extent where clinical
consequences for the trial subject were likely to happen, as judged by the investigator,
although they did not nccessarily occur.

Adverse events with additional data collection

AEs with additional data collection are AEs defined as critical for the evaluation of safety. Some of
these events will furthermore be adjudicated by an external independent committee as described in
section 12.7.2.
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The AEs that rcquire additional data collection arc listed in Table 12—1 below. For further
information about event adjudication and events that require additional data collection, please see
sections 12.7.2 and 8.7, respectively.

Table 12-1  Adverse events with additional data collection

Event Event adjudication Special eCRF form
Fatal event Yes No

Acutc coronary syndrome Ycs Yces
Cerebrovascular event Yes Yes

ITeart failure requiring hospitalisation Yes Yes

Pancreatitis Yes Yes

Thyroid disease (including thyroid neoplasm) Yes, (only if thyroid neoplasm | Yes

or resulting in thyroidectomy)

Malignant ncoplasm (cxcluding thyroid ncoplasm) Ycs Ycs
Hypersensitivity reactions No Yes

Technical complaint

A technical complaint is any written, electronic, or oral communication that alleges product
(medicine or device) defects. The technical complaint may be associated with an AE, but does not
concern the AT itself.

Examples ol technical complaints:
¢ The physical or chemical appearance ol trial products (e.g. discoloration, particles or
contamination)
e 'The packaging material (e.g. leakage, cracks, rubber membrane issues or errors in labelling
text)
e Problems related to devices (c.g. to the injection mechanism, dose sctting mechanism, push
button or interface between the pen and the needle)

12.2  Rcporting of adverse cvents

All cvents mecting the definition of an AL must be collected and reported. This includes events
(rom the (irst trial-related activity alter the subject has signed the informed consent until the end ol
the post-treatment follow-up period (P10). The events must be recorded in the applicable eCRF
forms in a timely manncr, sce timelines below and Figure 12—1.

During each contact with the trial site staff, the subject must be asked about AEs and technical
complaints, for example by asking: "Have vou experienced any problems since the last contact?"
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All AEs, cither observed by the investigator or subject, must be reported by the investigator and
evaluated. Novo Nordisk assessment of expectedness is performed according to the following
reference documents:

o Semaglutide: NN9535 IB (section 7.3.2) current version® and any updates thereto
e Dulaglutide (Lrulicity™): Current version of the EU SmPC# and U.S. Food and Drug
Administration (I'DA) prescribing inlormation® and any updates thereto

All AEs must be recorded by the investigator on an AE [orm. The investigator should report the
diagnosis, if available. [f no diagnosis is availablc, the investigator should record cach sign and
symptom as individual AEs using scparate AE forms.

For SAEs, a salely information [orm must be completed in addition to the AE form. I[ several
symptoms or diagnoses occur as part of the same clinical picture, one safety information form can
be used to describe all the SATs.

MESTs, regardless ol seriousness, must be reported using both the AE [orm, the salety information
form and a medication crror form. The medication error form is a form tailored to collect specific
information related to the individual MEST.

ALs with additional data collection must be reported using both AL form and specific additional
data collection form. The additional data collection form is a form tailored to collect specific
information rclated to the individual cvent, sce section 8.7

For AEs qualifying for event adjudication, the Event Adjudication form will also have to be
completed in the eCRF. The Event Adjudication form is a checklist of clinical data to be provided
from the sitc.

The AT: form for a non-serious Al not [ullilling the MI:ST criteria or additional data collection
criteria should be signed when the event is resolved or at the end of the trial.
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Timelines for initial reporting of AEs:

The investigator must complete the following forms in the eCRT within the specified timelines:

SAEs: The AE (orm within 24 hours and the salety information [orm within § calendar
days of the investigator's first knowledge of the SAE. Both forms must be signed within 7
calendar days from the date the information was cntered in the cCRF.

SAEs fulfilling the MESI criteria: In addition to above, the medication crror form within
14 calendar days of the investigator's [irst knowledge of the AE.

SAE:s fulfilling criteria for additional data collection: In addition to above, the
corrcsponding additional data collcction form within 14 calendar days of investigators first
knowledge of the cvent

Non-serious AE fulfilling the MESI criteria: The AE form, safety information form and
medication error form within 14 calendar days of the investigator's first knowledge of the
event.

Non-serious AE fulfilling criteria for additional data collection: The AE form, and
additional data collection form within 14 calendar days ol the investigators [irst knowledge
of the event

AEs for adjudication: Event Adjudication form should be completed by investigator
within 14 calendar days. Thc investigator should provide the medical source documents
within 30 days or as soon as possible and on an ongoing basis.

[f the eCRF is unavailable, the concerned AE information must be reported on paper forms and sent
to Novo Nordisk by [ax, c-mail or couricr within thc samc timelincs as stated above. When the
¢CRF becomes available again, the investigator must enter the information on the appropriate [orms
in the eCRF.

Contact dctails (fax, telephone, c-mail and address) arc provided in the investigator trial master file.
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Figurc 12—-1 Initial reporting of adverse cvents

Reporting of trial product-related SUSARs by Novo Nordisk:

Novo Nordisk will notily the investigator ol trial product-related suspected unexpected serious
adversc reactions (SUSARS) in accordance with local requirements and GCP.L In addition, the
investigator will be informed ol any trial-related SAL:s that may warrant a change in any trial
procedure.

In accordance with regulatory requirecments, Novo Nordisk will inform the rcgulatory authoritics,
including ’TMA, ol trial product-related SUSARs. Tn addition, Novo Nordisk will inform the
[nstitutional Review Boards/Independent Ethics Committees (IRBs/[ECs) of trial product-related
SUSARs in accordance with local requirement and GCP, unless locally this is an obligation of the
investigator.

Novo Nordisk products uscd as concomitant medication:

[fa SAE and/or MESI is considered to have a causal rclationship with a Novo Nordisk marketed
product used as concomitant medication in the irial, it is important that the suspected relationship is
reported to Novo Nordisk, e.g. in the alternative aetiology section on the safety information form.
Novo Nordisk may neced to report this AE to relevant regulatory authorities.

12.3  Follow-up of adverse events
‘The investigator must record follow-up information by updating the forms in the eCRF.

Follow up information must be reported to Novo Nordisk according to the following:

e SAEs: All SAEs must be followed until the outcome of the event is “recovered/resolved”,
“rccovered/resolved with scquelac™ or “fatal”, and until all queries have been resolved.
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Cascs of chronic conditions, cancer or AEs ongoing at time of dcath (where death is duc to
another AT}) may be closed with the outcome “recovering/resolving™ or “not recovered/not
resolved”. Cases can be closed with the outcome of “recovering/resolving”™ when the subject
has complcted the follow-up period and is expected by the investigator to recover.

The SAE lollow-up information should only include new (e.g. corrections or additional)

information and must be reported within 24 hours ol the investigator's [irst knowledge ol the

information. This is also the casc for previously non-scrious ALs which subsequently become

SAEs.

¢ Non-scrious AEs: Non-serious Al's must be (ollowed until the outicome ol the event is
“recovering/resolving”, “recovered/resolved™ or “recovered/resolved with sequelae™ or until
the end of the follow-up period stated in the protocol, whichever comes first, and until all
queries related to these AlLs have been resolved. Cases ol chronic conditions, cancer or Alis
ongoing at time of death (where death is due to another AE) may be closed with the
outcome “recovering/resolving” or “not recovered/not resolved”. Cases can be closed with
the ouicome of “recovering/resolving™ when the subject has completed the [ollow-up period
and is expected by the investigator to recover.

e Non-serious AL fulfilling the MESI criteria or additional data collection criteria: Non-
serious AL fulfilling the MESI criteria or additional data collection criteria must be followed
as specified for non-serious AEs. Follow-up information on MESIs or AEs with additional
data collection should only include new (e.g. corrections or additional) information and must
be reporied within 14 calendar days ol the investigator’s [irst knowledge ol the
information. This is also the case for previously reported non-serious AEs which
subscquently fulfil the MESI criteria or the critcria for additional data collcction.

The investigator must cnsurc that the worst casc scverity and scriousness of an cvent is kept
throughout the trial. A worsening ol an unresolved AE must be reported as [ollow up with re-
assessment of severity and/or seriousness of the event.

Queries or follow-up requests from Novo Nordisk must be responded to within 14 calendar days
[rom the date of receipt of the request, unless otherwise specilied in the [ollow-up requesi.

12.4  Technical complaints and technical complaint samples

12.4.1 Reporting of technical complaints

All technical complaints on any ol the (ollowing products:
e Semaglutide 1.34 mg/ml., solution (or injection, 1.5 mL pre-lilled PDS290 pen-injector
e Dulaglutide, solution [or injection, 0.75 mg/0.5 mL in a pre-[illed pen
¢ Dulaglutide. solution [or injection,1.5 mg/0.5 ml. in a pre-[illed pen
¢ Novo Nordisk needles lor PDS290 pen-injector
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which occur from the timc of first usage of the product until the time of the last usage of the
product, must be collected and reported to Customer Complaint Center, Novo Nordisk.

Contact details (fax, e-mail and address) are provided in Attachment I to the protocol.

The investigator must asscss whether the technical complaint is related to any AEs, SAEs, and/or
MESI.

‘l'echnical complaints must be reported on a separate technical complaint form. A technical
complaint form for cach batch or lot numbcr or for cach DUN must be completed.

The investigator must complete the technical complaint form in the cCRT within the following
timelines of the trial site obtaining knowledge of the technical complaint:

e ‘lechnical complaint assessed as related to an SAE within 24 hours

e All other technical complaints within 5 calendar days

[t the eCRFT is unavailable or when reporting a technical complaint that is not subject related, the
information must be provided on a paper form by lax, e-mail or courier to Customer Complaint
Center, Novo Nordisk, within the samc timelines as stated above. When the cCRE becomes
available again, the investigator must cnter the information on the technical complaint form in the
eCRI".

124.2 Collection, storage and shipment of technical complaint samples

The investigator must collect the technical complaint sample and notify the monitor within 5
calendar days ol obtaining the sample at trial site. The monitor must coordinate the shipment to
Customer Complaint Center, Novo Nordisk (the address is provided in Attachment [) and ensure
that thc samplc is scnt as soon as possible. A print or copy of the technical complaint form must be
sent with the sample.

‘The investigator must ensure that the technical complaint sample contains the batch or lot number
and, if available. thec DUN.

[I the technical complaint sample 1s unobtainable, the investigator must specily on the technical
complaint form why it is unobtainable.

Storagc of the technical complaint sample must be done in accordance with the conditions
prescribed for the product. The shipment of the technical complaint sample should be done in
accordance with the same conditions as for storage (see section 9).
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12.5 Pregnancies

12.5.1 Pregnancies in female subjects

Female subjects must be instructed to notify the investigator immediately if they become pregnant
during the trial. The investigator must report any pregnancy in subjccts who have reecived trial
product(s). In case ol pregnancy, the subject must discontinue (rom trial product, please see sections
6.5 and 8.1.6.

The investigator must follow the pregnancy until the pregnancy outcome and the newborn infant is
onc month of agc.

The mvestigator must report information about the pregnancy, pregnancy outcome, and health of
the newborn infant(s), as well as AEs in connection with the pregnancy, and AEs in the foetus and
newborn infant,

‘The following must be collected and reported by the investigator to Novo Nordisk - electronically
(c.g. in PDF format), or by fax or couricr:

1. Reporting of pregnancy information
Information about the pregnancy and pregnancy outcome/health of the newborn infant(s) has to
be reported on Maternal Form 1A and 1B. respectively.

When the pregnancy outcome is abnormal (i.e. congenital anomalies, [oetal death including
spontaneous abortion and/or any anomalies of the foetus observed at gross examination or
during autopsy). and/or when a congenital anomaly is diagnosed within the first month, further
information has to be reported for the female subject on Maternal TForm 2. Tn addition,
information from the male partner has to be reported on the Paternal Form, after an informed
conscnt has been obtained from the male partner.

Initial reporting and (ollow-up information must be reported within 14 calendar days of the
investigator's first knowledge of initial or follow-up information.

2. Reporting of AE information
The investigator has to report Al:s in connection with the pregnancy as well as in the [oetus and
newborn infant(s). The SAEs that must be reported include abnormal outcome, such as foetal
death (including spontaneous abortion), and congenital anomalies (including those observed at
gross cxamination or during autopsy of the foctus), as well as other pregnancy complications
tulfilling the criteria of an SAE.
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Forms and timclines for reporting AEs:

Non-serious Als:

— Paper AE form* within 14 calendar days of the investigator's first knowledge of the initial
or follow-up information to thc non-scrious AE.

SAEs:

— Paper AE lorm* within 24 hours ol the investigator's [irst knowledge of the SAE.

— Papcr safety information form within 5 calendar days of the investigator's first knowledge
of the SAE.

— SAE follow-up information to the AE form and/or safety information form within 24
hours of the investigator's first knowledge of the follow-up information.

* Tumust be clearly stated in the AT: diagnosis (ield on the AT: form il the event occurred in
the subject, foetus or newborn infant.

Any querics or follow-up requests from Novo Nordisk to non-scrious AEs, SAEs and pregnancy
(orms must be responded to by the investigator within 14 calendar days [rom the date ol receipt ol
the request, unless otherwise specified in the follow-up request.

12.6  Precautions and/or overdose

Semaglutide: Events ol nausea, vomiting and headache have been reported in connection with
accidental administration of semaglutide doses up to 4 mg. No symptoms of hypoglycaemia have
been reported in connection with overdose of semaglutide. In the event of overdosage, appropriate
supportive treatment should be initiated according to subject’s clinical signs and symptoms

Dulaglutide: Overdoses have been reported in clinical studies. Effects associated with these
overdoses were primarily mild or modcrate gastrointestinal cvents (c.g., nausca, vomiting) and non-
severe hypoglycaemia. In the event ol overdose, appropriate supportive care (including [requent
plasma glucose monitoring) should be initiated according to the subject’s clinical signs and
symptoms.

12.7 Committees related to safety

12.7.1 Novo Nordisk safety committee

Novo Nordisk will constitute an internal semaglutide safety committee to perform ongoing safety
surveillance as well as surveillance of laboratory safety data. The semaglutide safety committec
may recommend unblinding of any data from the NN9535 and NN9536 semaglutide for obesity
programmes for further analysis, and in this case an independent ad hoc group will be established in
order to maintain the blinding of the trial personnel.
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12.7.2 Event adjudication committee

An independent external event adjudication committee (FAC) is established to perform qualitative
or quantitative validation of selected ALEs according to pre-defined diagnostic criteria. The
validation is bascd on rcview of pre-defined clinical data related to the specific AE. Pre-defined
clinical data consist ol copies ol source documents collecled and delivered by the trial sites.

The EAC is composed ol permanent members covering required medical specialities. EAC
mcembcers must disclose potential conflicts of interest and must be independent of Novo Nordisk.

The cvents arc revicwed by the EAC in a blinded manncr. The EAC will have no authorisations to
impact on trial conduct. trial protocol or amendments.

The EAC works in accordance with written guidelines included in the EAC Charter describing in
details the composition, tasks, responsibilities and work processes ol the commiliee.

‘The events outlined in Table 12-2 have been selected for adjudication in order to obtain an external
independent validation of the diagnosis. In addition, cardiovascular cvents are being adjudicated
according to TDA requirements,

‘The EAC will review copies in English (translated if necessary) of medical documentation received
in the adjudication packages (c.g. x-ray, ECGs, ultrasound imagcs, discharge summarics, pathology
reports and death certilicates). The investigator must provide medical documentation as soon as
possible, when they receive the request from Novo Nordisk or the Event Adjudication Vendor.

The asscssments made by the EAC will be included in the clinical trial report as well as assessments
made by the investigator. However, the adjudication made by an FAC, given its independence and
in-depth analysis of each event, will be attributed with greater importance of the two. The outcome
of adjudication will be kept in the clinical trial databasc.
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The following AEs will be adjudicated in this trial:

Table 12-2  Adverse events for adjudication

Event

Decfinition

Fatal event

All cause mortality:
e Cardiovascular death,
¢ Non-cardiovascular death,
e Undetermined cause of death

Acute coronary svndrome

All types of MI must be reported:
¢  Spontancous MI (including re-infarction and MI associated with stenl
thrombosis)
e  Percutaneous coronary intervention (PCI) related M1
e Coronary arlery bypass grafl surgery (CABG) related M1
e Silent MI

All events with symptoms of myocardial ischaemia requiring hospitalisation
must be reported.

Cerebrovascular event

TIA:

TIA is detined as a transient (<24 hours) episode of focal neurological
dyslunction caused by brain, spinal cord, or retinal ischaemia, without acute
infarction.

Stroke (ischaemic, haemorrhagic, undetermined) :

Stroke is defined as an acute episode of neurological dysfunction caused by focal
or global brain, spinal cord, or retinal vascular injury as a result of haemorrhage
or infarction.

Hcart failurc requiring
hospitalisation

Clinical manifestations of new episode or worsening of existing heart failure.

Pancreatitis

Two of following diagnostic criteria fulfilling the diagnosis of acute pancreatitis:
e Severe acute abdominal pain
e Elevated blood levels of pancreatic enzymes (lipase, amylase) > 3xUNR
e Characteristic imaging finding (e.g. by ultrasound, CT, MRI)

Chronic pancreatitis will be defined by characteristic imaging finding (e.g. by
ultrasound, CT, MRI) with abnormal pancreatic function tests or characteristic
histological [indings

Thyroid discases, il thyroid
neoplasm or resulting in
thyroidectomya

All thyroid discases requiring thyroideclomy, including partial thyroideclomy
(e.g. lobectomy, partial lobectomy and biopsies) will be adjudicated. All thyroid
neoplasms will be adjudicated.

Malignant neoplasm

Malignant ncoplasms, defined as ncoplasms in which abnormal cells divide
without control and can invadc ncarby tissucs and/or spread to other parts of the
body through the blood and lymph systems.

Note: For operational reasons thyroid neoplasm will be reported as a thyroid
disease.
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All AEs will be screened for potential missed events for adjudication and if needed, the investigator
will be asked to provide additional information such as an alternative aetiology, underlying cause(s)
and/or clinical details.

The adjudication vendor or EAC can dccide to have an AE adjudicated even if not initially reported
as an event [or adjudication by the investigator.

Event adjudication will be performed [or AEs in randomised subjects including AEs with an onset
datc during the screcning period. Event adjudication will not be performed for ACs in screcning
(ailures.

AEs for adjudication must be reported according to section 12.2. In addition, the specific
adjudication document collection form should be completed within 14 calendar days of the
investigator's [irst knowledge of the Al:, and all relevant predelined documents provided according
to instructions in the event adjudication site manual.
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13 Case report forms

Novo Nordisk will provide a system (or the eCRT. This system and support services to the sysitem
will be provided by an external supplier.

Ensure that all relevant questions arc answered, and that no empty data ficld cxists. If a test or an
assessment has not been done and will not be available, or il the question is irrelevant (e.g. is not
applicable), indicate this according to the data entry instructions.

The following will be provided as paper CRTs:
e Pregnancy forms

In addition paper AE [orms, technical complaint forms and safety information forms will be
provided. These must be used when access to the eCRF is revoked or if the eCRF is unavailable.

On the paper CRF forms print legibly, using a ballpoint pen. Ensurc that all questions arc answered,
and that no empty data blocks exist. Ensure that no information is recorded outside the data blocks.
[f a test/assessment has not been done and will not be available, indicate this by writing "ND" (not
donc) in the appropriate answer ficld in the CRF. If the question is irrclevant (c.g. is not applicable)
indicate this by writing "NA" (not applicable) in the appropriate answer field. Further guidance can
be obtained from the instructions in the CRF.

The investigator must cnsurc that all inlormation is consistent with the source documentation. By
electronically signing the case book in the ¢CRF, the investigator conlirms that the information in
the ¢cCRF and related forms is complete and correct.

13.1  Corrcctions to casc report forms

Corrections to the CRF data may be made by the investigator or the investigator's delegated stall.
An audit trail will be maintained in the CRF application containing as a minimum: the old and the
new data, identification of the person entering the data, date and time of the entry and reason for the
correction.

[f corrections arc made by the investigator's delegated staff after the date the investigator has signed
the casc book, the casc book must be signed and dated again by the investigator.

13.2  Case report form flow

The investigator must ensure that data is recorded in the eCRE as soon as possible, preferably
within 5 days after the visit. Once data has been entered. it will be available to Novo Nordisk for
data verilication and validation purposes.
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The pregnancy forms arc paper based CRFs. Also, the AE forms, technical complaint forms, and
safety information forms will be provided in paper but are only to be used if for any reason the
eCRF is unavailable.

The investigator must cnsure that data is recorded in these forms as soon as possiblc after the visit.

At the end ol the trial the investigator must ensure that all remaining data have been entered into the
eCRF no later than 3 days alter LPLV at the site in order to ensure the planned lock of the database.

Sitc specific cCRT data (in an clectronic readable format) will be provided to the trial sitc before
access to the cCRI is revoked. This data must be retained at the trial site.
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14 Monitoring procedures

During the course of the trial, the monitor will visit the trial site to ensure that the protocol is
adhered to, that all issues have been recorded, to perform source data verification and to monitor
drug accountability. The first monitoring visit will be performed as soon as possible after FPEFV at
the trial site and no later than 4 weeks aller. The monitoring visit intervals will depend on the
outcome of the remote monitoring ol the CRFs, the trial site's recruitment rate and the compliance
of the trial site to the protocol and GCP, but will not exceed 12 weeks for trial sites with active
subjects (delined as subjects in screening, treatment or [ollow-up).

‘The monitor must be given direct access to source documents (original documents, data and
records). Dircct aceess includes permission to examine, analysc, verify and reproducc any record(s)
and reporl(s) that are important to the evaluation ol the trial. Tl the electronic medical record does
not have a visible audit trail, the investigator must provide the monitor with signed and dated
printouts. In addition the relevant trial site staff should be available for discussions at monitoring
visits and belween monitoring visiis (e.g. by telephone).

All data must be verifiable in source documentation other than the CRF.

[For all data recorded the source document must be defined in a source document agrcement at cach
trial site. There must only be one source defined at any time for any data element.

Source data generated by the trial site can be corrected by another person than the person entering
the source data il'accepted by local regulations; any correction must be explained, signed and dated
by the person making the correction.

‘The original diaries and PROs must not be removed from the trial site, unless they form part of the
CRF and a copy is kept at the sitc.

The monitor will ensure that the eCRFs are compleied and that paper CRF's are collected.

‘The following data will be source data verified for screening failures:
e Datc for obtaining informed consent
e Reason for screen failure

Monitors must rcview the subject's medical records and other source data (c.g. the diarics and
PROs) to ensure consistency and/or identify omissions compared to the CRF. 1f discrepancies are
found, the investigator must be questioned about these.

A lollow-up letter (paper or electronic) will be sent to the investigator lollowing each monitoring
visit. This should address any action to be taken.
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15 Data management

Data management is the responsibility ol Novo Nordisk. Data management may be delegated under
an agreement of transfer of responsibilities to a contract research organisation.

Appropriate mcasures, including cneryption of data files containing person identifiable data, will be
used to ensure conlidentiality of subject data, when they are transmitled over open networks.

Data from central laboratories will be transferred electronically. In cases where data is transferred
via non-secure electronic networks, data will be encrypted during transfer.

The subject and any biological material obtained from the subject will be identified by subject
number and trial ID. Appropriate measures such as encryption or leaving out certain identifiers will
be enforced to protect the identity of subjects in all presentations and publications as required by
local, regional and national requirements.

[n cases where data management activities are delegated to external vendors, there will be regular
transfers of data during the trial.
16 Computerised systems

Novo Nordisk will capturc and proccss clinical data using computcriscd systems that arc described
in Novo Nordisk Standard Operating Procedures and IT architecture documentation. The use and
control of these systems are documented.

[nvestigators working on the trial may use their own electronic systems to capture source data.
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17 Statistical considerations

General considerations

No interim analyses or other analyses of unmasked or between group data will be performed before
the databasc is locked.

I necessary, a statistical analysis plan (SAP) may be writien in addition to the protocol, including a
more technical and detailed elaboration of the statistical analyses. The SAP will be finalised before
database lock.

Data from all trial sites will be analysed and reported together.

[f an assessment has been made both at screening and randomisation, and if not otherwise specified,
the valuc from the randomisation visit will be used as the bascline valuc. If an assessment is missing
at randomisation, but available at screening, then the screening value will be used as the baseline
value.

Laboratory valucs below the lower limit of quantification (LLOQ) will be sct to “2LLOQ.

Results [rom a statistical analysis will be presented by the estimated treatment contrasts at week 40
with associated two-sided 95% confidence intervals and p-values corresponding to two-sided tests
of no diffcrence if not otherwise specified.

'I'he two principal comparisons presented from a statistical analysis are
e s.c. semaglutide 0.5 mg versus dulaglutide 0.75 mg
e s.c.semaglutide 1.0 mg versus dulaglutide 1.5 mg

Primary estimand

The primary objcctive of the trial is to compare the effect of once-weekly dosing of two dosc levels
of s.c. semaglutide (0.5 mg and 1.0 mg) versus once-weekly dosing of each of the two dose levels
of s.c. dulaglutide (0.75 mg and 1.5 mg) on glycaemic control in subjects with T2D on a
background treatment with metformin.

The primary estimand will be:

e de-jure treatment dillerence at week 40 [or all randomised subjects il all subjects adhered to
treatment and did not initiate antidiabetic rescue medication

This estimand assesses the glycaemic benefit a future subject is expected to achieve if he/she
initiates and continue treatment with s.c. semaglutide as compared to dulaglutide. Tt is considered a
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clinically rclcvant estimand as it provides information to trcating clinicians about the cxpected
glycaemic efficacy of s.c. semaglutide for purposes of treating individual subjects with T2D.

Missing data considcrations

Sinec both semaglutide and dulaglutide arc GLP-1 RA, it is recasonable to assumc that missing data
in both arms will be similar in timing, exient and reason. Based on the phase 2 semaglutide dose-
(inding trial (NN9535-1821) and the slower dose escalation implemented in this trial, the rate ol
discontinuing trcatment prematurcly or initiating rescuc medication on top of trial product is
expected to be maximum 25% and similar across treatment arms alter 40 weeks ol treatment.

Since efficacy for both semaglutide and dulaglutide have been shown, missing data due to
ineffective therapy is not anticipated to be a notable issue. However, some missing data due to AEs
is expected in both treatment arms because of gastrointestinal related Als leading to premature
treatment discontinuation primarily during initiation and dose escalation.

Descriptive summarics and graphical representation of extent, rcason(s) for and pattern of missing
data will be presented by treatment arm,

17.1  Samplec sizc calculation

The primary endpoint is change from bascline in [1bA | aftcr 40 wecks of trcatment. For [IbA |,
both non-inferiority and subsequently superiority are planned to be tested at each dose level
(semaglutide 0.5 mg versus dulaglutide 0.75 mg and semaglutide 1.0 mg versus dulaglutide 1.5
mg). The confirmatory secondary endpoint is change from baseline in body weight after 40 weeks
of treatment. For body weight, superiorily is planned to be tested at each dose level.

‘The sample size calculation is based on jointly meeting four out of the six pre-specified
confirmatory hypothescs shown in Figurc 17—1. The closed testing procedure described in Bretz ct
al* is used 1o control the overall tvpe-1 error at a nominal two-sided 5% level. The lour hypotheses
are:

e HbA,, non-inferiority of semaglutide 0.5 mg versus dulaglutide 0.75 mg (margin of 0.4%)

e Body weight superiority of semaglutide 0.5 mg versus dulaglutide 0.75 mg

e [IbA); non-inferiority of scmaglutide 1.0 mg versus dulaglutide 1.5 mg (margin of 0.4%)

e Body weight superiority of semaglutide 1.0 mg versus dulaglutide 1.5 mg

The sample size is calculated using the calcPower function in the R package, gMCP* using 10000
simulations. All of the six pre-specified confirmatory hypotheses are assumed 1o be independent.
Since positive correlations are expected, the assumption of independence is viewed as conservative.

Furthermore. the samplc size calculation is bascd on the following assumptions:
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Bascd on the phasc 2 s.c. scmaglutide dosc-finding trial (NN9535-1821), the standard deviation for
HbA . is assumed to be 1.1% and the standard deviation for body weight is assumed to be 4 kg.

The assumed treatment difference in HbA . of semaglutide relative to dulaglutide at week 40 within
both dosc levels is zero. The assumed treatment difference in body weight of semaglutide relative to
dulaglutide at week 40 within both dose levels is 1.5 kg. A 50% smaller elTect on body weight is
assumed in the 25% of subjects expected to discontinue treatment prematurely or initiate rescue
mcdication on top of trial product. This Icads to an adjusted treatment cffect of 1.35 kg for body
weight, which is the value used in the sample size calculation. Based on oral semaglutide phase 2
results (NN9924-3790), the 50% efficacy retention is viewed as conservative in light of the primary
analysis but less so for the in-trial sensitivity analyses that uses all data collected during the trial.

With the above assumptions, allocating 299 subjects o each ol the semaglutide and dulaglutide
arms yields 90% power to confirm HbA ¢ non-inferiority and body weight superiority between
semaglutide and dulaglutide at both dose lcvels.

Calculated powers lor selected individual hypotheses are presented in Table 17—1. Tn total 4x299 =
1196 subjects are planned to be randomised.

Table 17-1 Calculated powers for individual hy potheses
Statistical test HbA, non-inleriority Body weight superiority | HbA ¢ superiority

(margin=0.40%)

Trcatment dosc level | High Low High Low High Low

Power (%) 99 99 95 95 1.2 1.2
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Figurc 17-1 Graphical illustration of the closcd testing procedure

The Type-I crror for the six pre-specificd confirmatory hypotheses will be controlled in the strong
sense using the closed testing procedure in Figure 17—1. The initial allocation of the overall
significance level of u=0.05 (two-sided) is split equally between non-inferiority at the two dose
levels. The local significance level (ay,.) Will be reallocated if a hypothesis is confirmed according
to the weight given by directed edge between nodes (the hypotheses).

17.2  Definition of analysis sets

The following analysis scts will be defined:

Full analysis sct (FAS): includes all randomised subjects exposed (o at least one dose ol trial
product. Subjects in the FAS will contribute to the evaluation “as randomised™.

Safety analysis set (SAS): includcs all randomised subjects exposed to at least onc dosc of trial
product. Subjects in the SAS will contribute to the evaluation “as treated”.

Per protocol (PP) analysis set: includes all subjects in the FAS who fulfil the following criteria:
e Have not violated any inclusion crileria
e Have not fulfilled any exclusion criteria
e Have a non-missing HbA | measurement at screening and/or randomisation
e s on trial product at week 28 and have at least one non-missing HbA |, measurement at or
after week 28

Subjects in the PP analysis set will contribute to the analysis “as treated”™.
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Before data arc locked for statistical analysis. a review of all data will take placc. Any decision to
exclude either a subject or single observations from the statistical analysis is the joint responsibility
of the members of the Novo Nordisk study group.

Exclusion of data from analyscs will be used restrictively and normally no data should be cxcluded
(rom the FAS. The subjects or observations to be excluded, and the reasons [or their exclusion will
be documented and signed by those responsible belore database lock. The subjects and observations
cxcluded from analysis sets, and the rcason for this, will be deseribed in the clinical trial report.

Data selections and observations periods

Unless subjects withdraw their informed consent, data collection will continue for the full duration
of the trial, which is until the follow-up phone contact (P10).

The data 1o be used in all analyses will be selected in two steps.

Step 1: The subjects and treatment principle (as treated or as randomised) to be used in the analysis
will be sclected based on the specitied analysis set.

Step 2: Data points for subjects used in the analysis set will be selected according to whether or not
the data points belongs to the specified observation period (In-trial, on-treatment or on-treatment
without rescuc as defined below). Information collected with onsct date outside the obscrvation
period will be treated as missing and therefore excluded [rom the corresponding analysis. For
adjudicated events, onset date will be the EAC adjudicated onset date.

o In-trial: The in-trial observation period includes observations recorded at or after
randomisation (as rcgistered in IWRS) and not after the last subjcct-investigator contact,
which is scheduled 1o take place 5 weeks afler planned last dose of trial product at a follow-
up phone contact (P10). For subjects who withdraw their informed consent, the in-trial
observation period ends at their date of withdrawal. In the casc a subject dies during the
trial, the date ol death will be the end-date ol the in-trial observation period. (" a subject is
lost to follow-up, the end of his/her in-trial period is defined as the date of the last subject-
investigator contact (site or phone visit). Analysis based on this obscrvation period includes
data regardless of treatment exposure and/or usage of non-investigational antidiabetic
medications. Since non-investigational antidiabetic medications can mask or exaggerate
both the cfficacy and safcty cffects, this obscrvation period will be in line with the primary
estimand and is considered supportive lor both ellicacy and salety evaluations.

e On-treatment: This observation period represents the time period where subjects are
considered treated with trial product. The observation period is a subset of the in-trial
obscrvation period and two slightly diffcrent data handling rules will be needed to cover all
asscssments appropriately. TFor adjudicated cvents, ECGs and ALs including hypoglycacmic
episodes, this observation period will represent information collected while subjects are
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considcred cxposcd to trial product. This corresponds to information collected up until the
follow-up phone contact, which is scheduled to take place 5 weeks after premature treatment
discontinuation to reflect five half-lives of s.c. semaglutide including a visit window of +7
days. For the remaining safety and cfficacy asscssments that arc collected up until and not
alter the end ol treatment visit, the (ollow-up period will not be included in the on-treatment
observation period. [n line with the primary estimand, the on-treatment observation period
will be the primary obscrvation period used in safcty cvaluations and considered supportive
of elficacy evaluations.

o On-treatment without rescue: 1his observation period 1s a subset of the on-treatment
observation period, where subjects do not recetve any non-investigational antidiabetic
mcdication (rescuc medication). Specifically it includes observations recorded at or after
date ol (irst dose ol irial product and not alier the (irst occurrence ol the [ollowing:

o The last dose of trial product plus the dosing interval
o Initiation of rescuc medication

For subjects who have no post-baseline scheduled assessments available in the on-treatment without
rescue period, the baseline value will be carried forward to the first scheduled visit for the
associated endpoint to ensure that all randomised subjects will contribute to the statistical analysis.
In line with the primary estimand, the on-treatment without rescue observation period will be the
primary observation period uscd in cfficacy cvaluations.

17.3 Primary endpoint

The primary analysis used to estimate the primary estimand will be based on FAS using data [rom
the on-treatment without rescue observation period in a Mixed Model for Repeated Measures
(MMRM). A restricted maximum likeclihood (REML) will be used. The model will include all post
baseline HbA | measurements collected at scheduled visits up to and including week 40 data as
dependent variables. The independent eftects included in the model will be treatment and country as
fixed cffects and bascline responsc as covariate, all nested within visit. An unstructured covariance
matrix will be employed for measurements within the same subject, assuming thalt measurements
across subjects are independent. From this model. the two by dose level estimated treatment
dillerences between s.c. semaglutide versus dulaglutide at week 40 will be presented together with
associated two-sided 95% conlidence intervals and unadjusted two sided p-values (nominal
alpha=0.05) for testing non-inferiority and superiority.

The MMRM is a well-established method that accounts for the uncertainty pertaining to missing
data. This analysis assumes that the missing data mechanism is missing at random (MAR). Thus,
for a subject who has missing data, MAR assumes a value for the endpoint based on observed data
of subjccts whosc bascline cxplanatory variables and responsc up to withdrawal arc similar to that
of the discontinued subject. Since there is no historical evidence suggesting that subjects
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discontinuing scmaglutidc prematurcly have better outcome on average than those who remain on
treatment, the primary analysis is not expected to bias the estimated HbA ;. treatment effect for the
primary estimand in favour of semaglutide to any important degree. This is based on the s.c.
semaglutide phasc 2 (NN9535-1821) results and further supported by data from liraglutide clinical
trials.

Hypotheses tested for the primary endpoint

[For HbA . the following two confirmatory hypothescs arc planncd to be tested at cach dosc level
comparing; (i) semaglutide 0.5 mg versus dulaglutide 0.75 mg and (i1) semaglutide 1.0 mg versus
dulaglutide 1.5 mg with mean treatment difference defined as p=(semaglutide minus dulaglutide):

e Non-inferiority using a non-inferiority margin of 0.4
— Il ©>=0.4% against I1a: u <0.4%

e Supcriority
— Hg: 1>=0.0% against Ha: u<0.0%

Opcrationally, the hypotheses will be assessed using two-sided p-valucs.

Multiplicity and criteria for confirming hypotheses

The Type-I error [or testing the six conlirmatory hypotheses related to HbA . and body weight
endpoints will be preserved in the strong sense at 5% (two-sided) using the weighted Bonferroni-
based closed testing procedure deseribed in Bretz et a2 and outlined in Figure 17—1. First the 2
non-inferiority hypotheses at each dose level will be tested each at its initial allocated local
significance level of 0.025%. If a non-inferiority hypothesis is confirmed, the local significance
level will be reallocated according to the edge going out of the confirmed hypothesis as specified in
Figure 17-1. Izach ol the following hypotheses will be tesied at their local signiflicance level (a-
local). This process will be repeated until no further hypothesis can be confirmed.

Non-inferiority and/or superiority will be considered confirmed if the mean treatment difference is
supporling the corresponding hypothesis and the two-sided p-value (nominal alpha=0.05) is strictly
below its local two-sided significance level as defined by the closed testing procedure in Figure 17—
1. This is equivalent to using a one-sided p-value (nominal alpha=0.025) and a one-sided 2.5%
overall significance level in the closed testing procedure.

Scnsitivity analyses

The aim of the below pre-specificd sensitivity analyscs is to explore the impact of departurcs from
the missing data assumption made in the primary analysis ol HbA . and the confirmatory secondary
analysis ol body weight (see section 17.4.1). This is consistent with European Medicines Agency
(EMA) recommendations® and with a report from the US National Rescarch Council  Since
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conscrvatism (i.c. avoiding bias in favour of scmaglutide) depends on the context, the sensitivity
analyses are targeted to whether non-inferiority or superiority is being tested.

Pattern-mixture model using multiple imputation addressing both non-inferiority and superiority
The below pattern-mixture modcel based sensitivity analyses imputes missing data in a way that is
likely to be less lavourable (or s.c. semaglutide as compared to the primary HbA | analysis. The
multiple imputation sensitivity analysis stress-tests the primary HbA . conclusions by changing the
missing data assumptions about s.c. semaglutide, while using the MAR assumption for subjccts
randomised to dulaglutide.

o  Comparator multiple imputation analysis - In this analysis, all monotone missing data (or
subjects randomised to s.c. semaglutide 1.0 mg are imputed to have HbA | response
trajectory statistically similar to subjects treated with dulaglatide 1.5 mg and for subjects
randomised (0 s.c. semaglutide 0.5 mg are impuied (o resemble in distribution subjects
treated with dulaglutide 0.75 mg. The analysis will be based on the FAS using the on-
treatment without rescuc obscrvation period. A scquential multiple imputation modclling
approach by dose level will be implemented in which all observed post-baseline dulaglutide
data are used to impute all monotone missing values. As a preliminary step, non-monotone
or intermediate missing data will be imputed by treatment using a Markov Chain Monte
Carlo method under the assumption of MAR and a multivariate normal distribution over
bascline and scheduled post bascline measurcments. For non-inferiority testing an additional
step is included. Here all the imputed valucs in a s.c. semaglutide trcatment arm are made
worse by the non-inleriority margin at week 40. This is based on the assumption that
missing values for subjects randomised to s.c. semaglutide will be imputed according to a
trcatment cxpected inferior to dulaglutide in order to ensure that non-inferiority is not
unduly lavoured.

Sensitivity analyses addressing non-inferiority

I[n support of non-inferiority testing, the below two sensitivity analyscs will be performed. These
sensilivily analyses only include a subset of all randomised subjects so the integrity of
randomisation may not be maintained. Therefore, while the below two analyses generally are
conservative lor testing non-inleriority, the inherent risk lor bias in any direction cannot be
excluded.

e PP unulysis — the statistical analysis will be the same as the primary MMRM based analysis
but it will be based on the PP analysis set and the on-treatment without rescue observation
period.

o Complete case analysis — includes subjects in the FAS who do not havce their endpoint
imputed in the primary analysis. The change from baseline in HbA . at week 40 will be
analysed by a linear normal model (analysis of covariance (ANCOVA)) with reatment and
country as fixed effcets and bascline 1IbA ;. as a covariate.
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Other sensitivity analyses
The following secondary estimand will be defined:

e de-lacto treatment dilference at week 40 [or all randomised subjects

‘This estimand assesses the average effect in a future population that results from treatment with s.c.
semaglutide plus antidiabetic rescuc medication(s) as comparcd to treatment with dulaglutide plus
antidiabetic rescue medication(s). Interpretation of this estimand depends on whether the use of
antidiabetic rescue medication and treatment adherence in this trial reflects clinical practice. The de-
facto cstimand will be cstimated from the below analysis:

e In-trial analysis — This analysis will be based on the FAS using the in-trial obscrvation
period. The statistical analysis will be the same as the primary MMRM based analysis. The
MAR assumption is considered a reasonable approach for handling missing data, as the two
trial products can be considered to have efficacy similar to standard of care treatment
available for treatment of T2D. This analysis will also be considered as a sensilivity analysis
for cvaluating the robustness of the primary analysis.

Thc last sensitivity analysis will be:

o Last observation carried forward (LOCF) analysis — This analysis will be based on the FAS
using the on-treatment without rescue observation period with missing data imputed by
LOCF. Based on the complcte data sct, the change from bascline in 11bA . at week 40 will
be analyscd by a lincar normal model (ANCOVA) with treatment and country as [ixed
ellects and baseline HbA . as a covariale.

Asscssment of sensitivity analyscs

The results from the sensitivity analysis will be collectively used to interpret the confirmatory trial
conclusions on HbA | and body weight, and in particular evaluate the impact of the MAR
assumptions. No absolutc criteria will be defincd as to when a sensitivity analysis can be defined to
have confirmed the robustness of the conclusions. Due to the large number of the sensitivity
analyses and their inherent conservative nature, it is not considered a requirement that all
confirmatory hypothescs arc confirmed across all the sensitivity analyses. The results of the
sensitivity analysis will be discussed in the clinical trial report with the aim to usc the sensitivity
results in totality 10 evaluate the credibility of the conlirmatory trial conclusions.
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17.4  Secondary endpoints
17.4.1 Confirmatory secondary endpoint

The confirmatory secondary endpoint is change from baseline to week 40 in body weight (kg). This
cndpoint will be analysed in the same type of modecl as the primary cndpoint, cxcept with bascline
body weight as a covariate instead ol baseline HbA |.. From this model the two by dose level
estimated treatment dillerences between semaglutide versus dulaglutide will be presented at week
40 togcther with associated two-sided 95% confidence intervals and unadjusted two sided p-valucs
(nominal alpha=0.05). The same sensitivity analyses as pre-specilied [or testing superiority [or the
primary HbA . endpoint will also be performed to evaluate the robustness of the body weight
superiority conclusions.

Confirmatory secondary hypothesis

For body weight. the following confirmatory hypothesis will be tested at each dose level
comparing; (i) scmaglutide 0.5 mg versus dulaglutide 0.75 mg and (ii) semaglutide 1.0 mg versus
dulaglutide 1.5 mg with mean treatment dillerence delined as u=(semaglutide minus dulaglutide):

e Superiority
o Hp: n>=0.0% against Ha: p <0.0%

Superiority will be considered confirmed if the corresponding two-sided p-value (nominal
alpha=0.05) is strictly below its local two-sided signilicance level as delined by the closed testing
proccdure in Figure 17-1.

17.4.2 Supportive secondary endpoints

17.4.2.1 Efficacy endpoints

The supportive secondary cfficacy endpoints will be presented based on FAS using the on-trecatment
without rescue observation period as the key observation period with the in-trial observation period
being supportive.

Endpoints include change from bascline to weck 40 in:
o [PG*
e SMPQG, 7-point profile:
— Mean 7-point prolile, delined as the area under the prolile, calculated using the trapezoidal
method, divided by the measurement time
— Mecan post prandial increment (over all meals)
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e Fasting blood lipids (total cholesterol, LDL cholesterol, HDL cholesterol, triglycerides)
e BMI and waist circumference

e Systolic and diastolic blood pressure*

e Paticnt reported outcomes

— SF-36v2™

- DISQ*

The above continuous endpoints will be analysed separately using a similar model as for the
primary endpoint but with the associated baseline value as a covariate. I'asting blood lipids prolile
endpoints will be log-transformed prior to analysis including also the relevant log-iransformed
baseline value used as a covariate.

Subjects who after 40 weeks treatment achieve (yes/no)

e HbA,. <7.0% (53 mmol/mol) ADA target

o HbA . <6.5% (48 mmol/mol) AACE target*

o  Weight loss >5%

o  Weight loss >10%

e HbA; <7.0% (53 mmol/mol) without severe or BG conlirmed symptomatic hypoglycaemia
episodes and no weight gain

e [IbA;.rcduction >1%

e  Wecightloss >3%

e [IbA;.reduction >1% and weight loss 3%

The above eight binary endpoints will be analysed using a logistic regression model with treatment
and region as fixed effects and baseline response as covariate (i.e. baseline HbA | for binary HbA
cndpoints, bascline weight for weight endpoints and both bascline 11bA;,. and bascline weight for
the binary endpoint that combines both parameters). To account lor missing data, the analysis will
be made using a sequential multiple imputation approach as described below:

e Multiple imputed data sets (100) will be created in which missing values for the underlying
continuous assessments are imputed by treatment group assuming MAR and as described in
section 17.3.

e The binary endpoint will be created for each of the 100 complete data sets

e [fach ol the created complete data set will be analysed with the logistic model and inlerence
will be drawn using Rubin’s rule.
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PRO outcomes

The PRO outcomes endpoints that will be analysed at week 40 are:

¢ PRO qucstionnairc outcomc DTSQs (individual ilems and trcatment satislaction score (6 of
the 8 items summed)), and
e PRO questionnaire outcome SF-36v2"™

The above continuous endpoints will be analysed separately using a similar model as [or the
primary endpoint but with the associated baseline value as a covarialte.

7-point profilc (SMPG)

Subjects will be asked to perform SMPG measurements before and 90 minutes after breakfast,
lunch, dinner, respectively. and at bedtime.

'The endpoints from the 7-point profiles that will be analysed at week 40 are:

e Mean of the 7-point profile, defined as the area under the profile, calculated using the
trapezoidal method, divided by the measurement time
e Mcan increment over all meals

The mean ol the 7-point prolile and the mean ol the post prandial increments at week 40 will be
analyvsed scparatcly using a similar model as for the primary endpoint but with the associated
baseline value as a covariate.

17.4.2.2 Safety endpoints

All safcty endpoints will be evaluated based on SAS and the on-trcatment obscrvation period as the
primary observation period with the in-trial observation period being supportive il not otherwise
specified.

The following cndpoints arc used to support the safety objectives:

e  Number of TEAT:s

e Number of trcatment ecmergent scvere or BG confirmed symptomatic hypoglycacmia
episodes

e Treatment emergent severe or BG conlirmed symptomatic hypoglycaemia (yes/no)

Change from baseline to week 40 in:
e Lipasc

e Amylase

e Pulse
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The above continuous endpoints will be analysed separatcly using a similar modecl as for the
primary endpoint but with the associated baseline value as covariate. Lipase and amylase endpoints
will be log-transformed prior to analysis including also the relevant log-transformed baseline value
as covariate.

The lollowing laboratory assessments will be summarised descriptively:
e Haemalology
¢ Biochemistry
e Calcitonin

The following categorical safety evaluations will be summarised descriptively:
e ECQG category
e Physical examination

Calcitonin
[n addition to the continuous summaries, calcitonin will be displayed in terms of the number of
subjects (N), the pereentage of subjects (%) and the cvent rate per 100 ycars of exposure (R). The

below criteria are delined lor categorical tabulations. Summaries will be presented [or all subjects
and by gender.

e Persistent (all post baseline measurements)

e From < upper normal limit (UNL) to persistently > UNL
e From <UNL to persistently >1.5 UNL

e From <UNL to persistently >20 ng/L

e From <UNL to persistently >50 ng/L

e From <20 ng/L to persistently >20 ng/L

¢ From <50 ng/L to persistently >50 ng/L

Adverse Events

All AEs will be coded using the most recent version of the Medical Dictionary for Regulatory
Activitics (McdDRA) coding.

A TT-AT: is delined as an Al with onset in the on-treatment period (see delinition ol observation
period m section 17.2).

TEAESs will be summariscd in terms of thc number of subjccts with at lcast one cvent (N), the
percentage of subjects with at least one event (%), the number of events (I?) and the event rate per
100 patient years ol observation time (R) [or the on-treatment observation period. Supportive
summaries of AEs will be made for the in-trial observation period.
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Classification of Hypoglycaemia:

Hypoglycaemic episodes will be summarised for the SAS and the on-treatment observation period.
No supportive summaries will be made based on the in-trial observation period and episodes with
onset datc after the on-treatment obscrvation period will be reported in listings only.

Treatment emergent: hypoglycaemic episodes will be delined as treatment emergent il the onset is
in the on-treatment period (see definition ol observation period in section 17.2)

Nocturnal hypoglycacmic episodes: arc cpisodes occurring between 00:01 and 05.59 both inclusive.

Hypoglyvcacmic cpisodcs arc classificd according to the Novo Nordisk classification of
hypoglycaemia (see Figure 17-2) and the ADA classification of hypoglycaemia (see Figure 17-3).

Novo Nordisk classification of hypoglvcacmia

In normal physiology, symptoms ol hypoglycaemia occur below a plasma glucose level of 3.1
mmol/L (56 mg/dL).** Therefore, Novo Nordisk has included hypoglycaemia with plasma glucose
levels below this cut-off point in the definition of BG confirmed hypoglycacmia.

Novo Nordisk uses the following classilication (see I'igure 17-2) in addition 1o the ADA

classification:

e Severe or BG confirmed symptomatic hypoglycaemia: An episode that is severe according to
the ADA classification®® or BG confirmed by a plasma glucose value <3.1 mmol/L (56 mg/dL)
with symptoms consistent with hypoglycaemia.
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ADA classification®® of hypoglycaemia

Scvere hypoglycacmia: An cpisode requiring assistance of another person to actively administer

carbohydrate, glucagon, or take other corrective actions. Plasma glucose concentrations may
not be available during an event, but neurological recovery following the return of plasma

glucosc to normal is considered sufficient cvidence that the event was induced by a low plasma

glucose concentration,

Asymptomatic hypoglycaemia: An episode not accompanied by typical symptoms of
hypoglycacmia, but with a mcasured plasma glucosc concentration < 3.9 mmol/L (70 mg/dL).
Documented symptomatic hypoglycacmia: An cpisode during which typical symptoms of
hypoglycacmia arc accompanicd by a mcasured plasma glucosc concentration < 3.9 mmol/L
(70 mg/dl.).

Pseudo-hypoglycaemia: An episode during which the person with diabetes reports any of the
typical symptoms of hypoglycaemia with a measured plasma glucose concentration

> 3.9 mmol/I. (70 mg/dl.) but approaching that level.

Probable symptomatic hypoglvcaemia: An episode during which symptoms of hypoglycaemia

are not accompanied by a plasma glucose determination but that was presumably caused by a

plasma glucosc concentration < 3.9 mmol/L (70 mg/dL).
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Data on trcatment emergent hypoglycacmic episodes arc presented in terms of the number of
subjects with at least one episode, the percentage ot subjects with at least one episode (%), the total
number of episodes and the episode rate per 100 years of exposure. Summaries of treatment
cmergent hypoglycacmic episodes will be presented as an overview including all episodes and
episodes by severity.

Number of severe or BG confirmed symptomatic hypoglycaemic episodes

The number of trecatment emergent scverc or BG confirmed symptomatic hypoglycacmic cpisodes
will be analysed using a negative binomial regression model with a log-link [unction and the
logarithm of the time period covered by the subject’s on-treatment observation period as offset. The
model will include factors for treatment and region as fixed factors and baseline HbA . as covariate.

Severe or BG confirmed symptomatic hypoglycaemic episodes (yes/no)

'The binary endpoint indicating whether a subject has at least one treatment emergent severe or BG
confirmed symptomatic hypoglycacmic cpisodes will be analysed using a logistic regression model
with (reatment and region as (ixed (actors and baseline HbA . as covariate.

17.5  Hecalth cconomics and/or patient reported outcomes

The PRO questionnairces, SF-36v2™ and DTSQs, derived endpoints for overall scorcs and domains
will be analysed separately using a similar model as [or the primary endpoint but with the
associated baseline value as covariate.
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18 Ethics

18.1 Benefit-risk assessment of the trial
18.1.1 Risks and precautions

18.1.1.1 Semaglutide

‘I'he nonclinical safety programme of semaglutide has not revealed any identified safety issues for
humans based on conventional studics of safety pharmacology, repeat-dosc toxicity or genotoxicity.
Sce scction 3.1.4.

The sections below describe identified and potential risks associated with semaglutide treatment,
based on findings with other GLP-1 RAs and observations in nonclinical and clinical trials with
semaglutide administered s.c. once-weekly. IFor each of these risks, mitigating actions have been
implemented to minimise the risks for subjects enrolled in this trial.

Thyroid C-cell tumour

The human relevance ol the prolilerative C-cell changes (ound in rodents is unknown, but data
suggest that rodents are more sensitive to the mode of action of GLP-1 RAs for induction of C-cell
tumours with GLP-1 RAs. Recently published data have shown that the GLP-1 receptor is not
expressed in the normal human thyroid. Accordingly, the risk ol GT.P-1 receptlor mediated C-cell
changes in humans is considered to be low.% However, as a precaution, subjects with a family or
personal history of Multiple indocrine Neoplasia Type 2, familial Medullary Thyroid Carcinoma,
personal history ol non-lamilial Medullary Thyroid Carcinoma, and subjects with a screening
calcitonin >50 ng/L will be excluded from the trial. During the trial, calcitonin will be measured on
a regular basis and guidance for investigators of further cvaluation and action on elevated calcitonin
concentrations will be carried out. This will ensure appropriate and consisient handling ol elevated
calcitonin levels across trials.

Teratogenicity (nonclinical embryo-foetal toxicity)

Semaglutide has been concluded teratogenic in rats. This ellect is regarded to be caused by
impairment of nutrient supply to the embryo across the inverted yolk sac with placental function. As
the yolk sac does not play such a role for nutrition of the embryo in humans, this effect is not
considered relevant for humans. However, as a precaution, subjects lullilling the [ollowing
exclusion criteria will be excluded: female who is pregnant, breast-feeding or intends Lo become
pregnant or is of childbearing potential and not using an adcquatc contraceptive methods throughout
the trial including the 5 week [ollow-up period (adequate contraceptive measures as required by
local regulation or practice).
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Gastrointestinal adverse events

Consistent with findings from other GI.P-1 RAs. the most frequently reported Als in the clinical
trials with semaglutide thus far have been gastrointestinal disorders (nausea, vomiting, diarrhoea,
dyspepsia and constipation). In the complcted trial (NN9535-3819) a slower dosc-cscalation
regimen was used compared 1o previous trials, and this substantially improved the gastrointestinal
tolerability prolile. Therelore, a 4-week dose escalation regimen has been developed and is used in
the ongoing clinical phase 3 programme for scmaglutide administered s.c. once-weekly.

Allergic reactions and injection site reactions

As 1s the case with all protein based pharmaceuticals, subjects treated with semaglutide risk
developing immunogenic and allergic reactions. These may include localised injection site reactions
or generalised reactions including urticaria, rash or pruritus. Severe allergic reactions such as
anaphylactic reactions could potentially also pose a risk for subjects treated with semaglutide.

Hypoglycaemia

Based on current knowledge about the GI.P-1 RA drug class, there is a risk ol hypoglycaemic
episodes. Hypoglycaemic episodes have mainly been observed when a GLP-1 RA is combined with
sulfonylurca or insulin. The risk for development of hypoglycacmia specifically with semaglutide in
combination with sulfonylurea and insulin 1s unknown due to limited data.

Altered renal function

e Untoward cffccts of volume deplction, resulting from nausca, vomiting and dchydration,
such as acute renal failure have been observed in subjcects treated with GLP-1 RAs including
semaglutide. Tmpaired renal [unction may increase the risk ol metlormin associated lactic
acidosis when GLDP-1 RAs are co-administered with metformin. As a precaution serum
crcatinine is measured regularly. In subjects trecated with metformin who cxpericnee
prolonged or severe nausea and vomiting, the investigator should monitor serum creatinine,
and if clinically indicated, withhold metformin until resolution of the renal dysfunction.

Acute pancreatitis

e Acute pancreatitis, including reports of severe necrotising and haemorrhagic forms, has been
associated with GI.P-1 RAs. However, data from observational studies suggest an increased
frequency of pancreatitis among diabetics and a relationship between pancreatitis and GLP-
1 RAs can neither be cstablished nor excluded 24 As a precaution subjects with a history of
acute or chronic pancreatitis will be excluded [rom the trial. Subjects will be monitored (or
elevated levels of amylase and lipase and be informed of the characteristic symptoms of
acutc pancrcatitis.



Protocol Date: 14 July 2015 | Novo Nordisk

Trial ID: NN9535-4216 \ AL Version: 1.0
UTN: Ul111-1164-8495 Status: Final
FudraCT no.: 2014-005375-91 Page: 87 ol 102

Pancreatic cancer

e There is currently no support from non-clinical or clinical trials or post-markcting data that
GLP-1-based therapies increase the risk ol pancreatic cancer. However, as the long=term
effects of stimulation of B-cells and suppression of u-cells are largely unknown, pancreatic
cancer is considered a potential risk by the Europcan Medicine Agency (EMA).

18.1.1.2 Dulaglutide

Being a GLP-1 RA dulaglutide sharcs many of the same potential risks for the subjcct as
semaglutide. Please consult the FU SmPC,2 US prescribing information® and the local prescribing
information ( non-US and non-EU countries) (or dulaglutide (Trulicily®) (or the [ollowing
information on warnings and precautions/risks gathered under clinical trials and from post
marketing data: thyroid C-ccll tumours, acutc pancreatitis, hypoglycacmia, hypersensitivity, scverc
gastrointestinal disease.

18.1.1.3 General precautions

All subjects will be included after a thorough evaluation in regards to in- and exclusion criteria
dctined in order to cnsure that subjects arc cligible for trial treatment. There are strict glycacmic
rescue criteria in place to ensure acceptable glycaemic control at all times during the trial. It is the
responsibility of the investigator to ensure the best possible care according to the principles outlined
in Diabetes Carc 2014 Standards of Medical Care in Diabetes.*

18.1.2 Benefits

[n this trial subjects will be randomised to one ol [our treatment arms involving a treatment regimen
anticipated to be more efficacious than the treatment they receive at the time of entry into the trial.
Scmaglutide has in a phasc 2 trial (NN9535-1821) proven to have a clinical meaningful and dosc-
dependent effect on HbA ., FPG and body weight. Doses >0.8 mg weekly brought more subjects to
target with regards to HbA |, and FPG. and provided a greater weight loss than liraglutide 1.8 mg
daily. Dulaglutide has shown non-inleriority on glycaemic control versus liraglutide and the drug
has already been approved for the use in subjects with 12D.

[t is expected that all subjects will benefit from participation through close contact with the trial
site, with close lollow-up ol their diabetes, and a carelul medical examination; all oI’ which will
most likely result in an intensilied management ol their diabetes.

All subjects in this trial will receive trial drug and auxiliary supplies free of charge.

18.1.3 Risk and benefit conclusion

It is concluded that the potential benefits from participating in the trial outweigh the potential risks.
The safety profile of semaglutide generated from the clinical and nonclinical development
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programme has not rcvealed any safcty issucs that would prohibit administration of once-weckly
doses in accordance with the planned clinical trial. Dulaglutide is already a marketed drug approved
for the use in subjects with 12D. It is concluded that the risk to the subjects in this trial is low and
acceptablc in vicw of the benefits a long-acting GLP-1 RA would providce to subjccts with T2D.

18.2 Informed consent

[n seeking and documenting informed consent, the investigator must comply with applicable
regulatory requircment(s) and adhere to TCH GCP! and the requirements in the Declaration of
Helsinki.?

Before any trial-related activity, the investigator must give the subject verbal and written
information about the trial and the procedures involved in a form that the subject can read and
understand.

‘The subjects must be fully informed of their rights and responsibilities while participating in the
trial as well as possiblc disadvantages of being trecated with the trial products.

The investigator must ensure the subject ample time 1o come (o a decision whether or not (o
participate in the trial.

A voluntary, signed and personally dated informed consent must be obtaincd from the subject
belore any trial-related activity.

‘T'he responsibility for seeking informed consent must remain with the investigator, but the
investigator may delegate the task to a medically qualified person. in accordance with local
requirements. The written informed consent must be signed and personally dated by the person who
seeks the informed consent before any trial-related activity.

[f information becomes available that may be relcvant to the subject’s willingness to continuc
participating in the trial, the investigator must inform the subject in a timely manner, and a revised
written subject information must be provided and a new informed consent must be obtained.

18.3 Data handling

[1 the subjcct is withdrawn from the trial or lost to follow up, then the subjeet’s data will be handled
as follows:
e Data already collected and data collecled at the end-of-irial visit will be retained by Novo
Nordisk, cntcred into the databasc and used for the trial report.
e Safcty cvents will be reported to Novo Nordisk and regulatory authoritics according to
local/national requirements.

[l data is used, it will always be in accordance with local regulations and TRBs/TECs.
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18.4  Information to subject during trial

The site will be offered a communication package for the subject during the conduct of the trial.
The package content is issued by Novo Nordisk. The communication package will contain the
letters intended for distribution to the subjects. The letters will be translated and adjusted to local
requirements and distributed to the subject by discretion of the investigator. The subject may
receive a “welcome to the trial letter” and a “thank you for your participation letter” alter
complction of the trial. Tfurther the subjcet may reccive Ietters during the trial.

All written inlormation to subjects must be sent to IRB/IEC lor approval/lavourable opinion and 1o
regulatory authorities for approval or notification according to local regulations.

18.5 Premature termination of the trial and/or trial sitc

Novo Nordisk, the IRBs/IT:Cs or a regulatory authority may decide 1o stop the trial, part ol the trial
or a trial site at any time, but agreement on procedures to be followed must be obtained.

[f a trial is suspended or prematurcely terminated, the investigator must inform the subjects promptly
and ensure appropriale therapy and (ollow-up. The investigator and/or Novo Nordisk must also
promptly inform the regulatory authorities and IRBs/IECs and provide a detailed written
cxplanation.

[L. alter the termination of the trial, the benelit-risk analysis changes, the new evaluation must be
provided to the IRBs/IECs in case it has an impact on the planned follow-up of subjects who have
participated in the trial. If it has an impact, the actions needed to inform and protect the subjects
should be described.
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19 Protocol compliance

Deviations (rom the protocol should be avoided.

[f deviations do occur, the investigator must inform the monitor and the implications of the
deviation must be reviewed and discussed.

Deviations must be documented and explained in a protocol deviation by stating the reason, date,
and the action(s) taken. Some deviations, for which corrections are not possible, can be
acknowledged and confirmed via edit checks in the eCRT or via listings from the clinical database.

Documentation on protocol deviations must be kept in the investigator's trial master file and
sponsor trial master file.

20 Audits and inspections

Any aspect ol the clinical trial may be subject to audits conducted by Novo Nordisk or inspections
from domcstic or foreign rcgulatory authoritics or from IRBs/IECs. Audits and inspcctions may
take place during or after the trial. The investigator and the site staff as well as Novo Nordisk staff
have an obligation to cooperate and assist in audits and inspections. This includes giving auditors
and inspectors dircet access to all source documents and other documents at the trial sitc relcvant to
the clinical trial. This includes permission to examine, analyse, verify and reproduce any record(s)
and report(s) that are relevant to the evaluation of the trial.
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21 Critical documents

Belore a trial site is allowed (o start screening subjects, the (ollowing documents must be available
to Novo Nordisk:
e Regulatory approval and/or acknowledgement of notification as required
e Approval/favourable opinion from IRBs/IECs clearly identifying the documents reviewed as
[ollows: protocol, any protocol amendments, subject information/informed consent [orm,
any other written information to be provided to the subject and subject recruitment materials
o List of IRB/IEC members and/or constitution (or a general assurance number/statement of
compliance)
e Curricula vitac of investigator and sub-investigator(s) (current, dated and signed - must
include documented GCP training or a certificate)
o Signed receipt ol 1B and local label ol comparator
¢ Signed and dated Agreement on Protocol
o Signed and dated agreement on protocol amendment, il applicable
e Contract, signed by the investigator and/or appropriate parties on behalf of the investigator’s
sitc and Novo Nordisk
e Sourcc document agreement
e Central laboratory certification and normal rangcs
e Insurance statement, il applicable
e T[inancial disclosure form from investigator and sub-investigator(s)

e Tor US trial sites: verification under disclosures per Code of T'ederal Regulations ol
Financial Conflict of Interest

e For US tral sites: FDA form 1572 must be completed and signed by the investigator at each
site

FDA form 1572:

For US sites:
e [ntended for US sites
e Conducted under the Investigational New Drug Application (IND)
e All US investigators, as described above, will sign FDA Form 1572

For sites outside the US:
e Intended tor participating sitcs outside of the US
e Not conducted under the IND
e All investigators outside of the US will not sign FDA form 1572

Novo Nordisk will analyse and report data [rom all sites together il more than one site is involved in
the trial.
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By signing the protocol, cach investigator agrees to comply fully with [CIT GCP.* applicable
regulatory requirements and the Declaration of Helsinki

By signing the protocol. each investigator also agrees to allow Novo Nordisk to make investigator's
name and information about sitc namc and address publically available if this is required by
national or international regulations.
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22 Responsibilities

The investigator is accountable (or the conduct ol the trial at his/her site. Il any tasks are delegated,
the investigator must maintain a log of appropriately qualified persons to whom he’she has
dclegated specificd trial-related duties. The investigator must ensure that there is adequate training
[or all stall participating in the conduct of the trial. It is the investigator's responsibility (o supervise
the conduct ol the trial and to protect the rights, safety, and well-being ol the subjects.

A qualitfied physician, who is an investigator or a sub-investigator for the trial, must be responsible
(or all trial-related medical decisions.

The investigator must ensure adequate supervision of the conduct of the trial at the trial site.
The investigator will follow instructions from Novo Nordisk when processing data.

The mvestigator 1s responsible (or (iling essential documents (i.e. those documents which
individually and collectively permit evaluation of the conduct of a trial and the quality of the data
produccd) in the investigator trial master file. The documents including the subject identification
code list should be kept in a secure locked [acility. so no unauthorized persons can get access 1o (he
data.

The investigator will take all nccessary technical and organisational safcty measures to prevent
accidental or wrongful destruction, loss or deterioration of data. The investigator will prevent any
unauthorised access to data or any other processing of data against applicable law. The investigator
must be able 1o provide the necessary information or otherwise demonstrate 1o Novo Nordisk that
such technical and organisational salety measures have been taken.

During any period of unavailability, the investigator must delegate responsibility for medical care of
subjects to a specific qualificd physician who will be readily available to subjects during that time.

[I the investigator 1s no longer able to [ul(il the role as investigator (e.g. il he/she moves or retires),
a new investigator will be appointed in consultation with Novo Nordisk.

The investigator and other site personnel must have sufficient English skills according to their
assigned task(s).
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23 Reports and publications

The inlormation obtained during the conduct ol this trial is considered conlidential, and may be
used by or on behalf of Novo Nordisk for regulatory purposes as well as for the general
development of the trial product. All information supplicd by Novo Nordisk in conncction with this
trial shall remain the sole property ol Novo Nordisk and is to be considered conlidential
information.

No confidential information shall be disclosed to others without prior written consent from Novo
Nordisk. Such information shall not be used except in the performance ol this trial. The information
obtained during this trial may be made available to other physicians who are conducting other
clinical trials with the trial product, if decmed nccessary by Novo Nordisk. Provided that certain
conditions are lulfilled, Novo Nordisk may grant access Lo information obtained during this trial 10
researchers who require access for research projects studying the same disease and/or trial product
studicd in this trial.

Novo Nordisk may publish on its clinical trials website a redacted clinical irial report for this trial.

One (or more) investigator(s) will be appointed by Novo Nordisk to review and sign the clinical
trial report (signatory investigator(s)) on behalf of all participating investigators. The signatory
investigator(s) will be appointed based upon the criteria defined by the International Committee of
Medical Journal Editors for research publications.**

23.1 Communication of results

Novo Nordisk commits io communicating, and otherwise making available [or public disclosure,
results of trials regardless of outcome. Public disclosure includes publication of a paper in a
scicntific journal, abstract submission with a postcr or oral presentation at a scientific mecting, or
disclosure by other means.

‘The results of this trial will be subject to public disclosure on external web sites according to
international and national regulations, as reflected in the Novo Nordisk Code of Conduct for

Clinical Trial Disclosure.®

Novo Nordisk rescrves the right to defer the release of data until specified milestones are rcached,
for cxamplc when the clinical trial report is available. This includes the right not to rclcasc the

results of interim analyses, because the release ol such information may influence the results ol the
entire trial.

At the end of the trial, onc or more scicntific publications may be prepared collaboratively by the
investigator(s) and Novo Nordisk. Novo Nordisk rescrves the right to postponc publication and/or
communication for up to 60 days to protect intellectual property.
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In all cascs the trial results will be reported in an objective, accurate, balanced and complete
manner, with a discussion of the strengths and limitations. All authors will be given the relevant
statistical tables, figures, and reports needed to evaluate the planned publication. In the event of any
disagrcement on the content of any publication, both the investigators' and Novo Nordisk opinions
will be fairly and sulTiciently represented in the publication.

Where required by the journal, the investigator [rom each trial site will be named in an
acknowledgement or in the supplementary material, as specificd by the journal.

Novo Nordisk maintains the right to be informed ol plans by any investigator to publish and to
review any scientific paper, presentation, communication or other information concerning the
investigation described in this protocol. Any such communication must be submitted in writing to
Novo Nordisk belore submission [or comments, Comments will be given within [our weeks [rom
receipt of the planned communication.

23.1.1 Authorship

Authorship ol publications should be in accordance with the Uniform Requirements of the
International Committee of Medical Journal Editors*® (sometimes referred to as the Vancouver
Criteria).

Novo Nordisk will appoint investigator(s) to prepare publications in collaboration with Novo
Nordisk.

23.1.2 Site-specific publication(s) by investigator(s)

[For a multi-centre clinical trial, analyses based on single-site data usually have significant statistical
limitations and frequently do not provide meaningful information for healthcare professionals or
subjects, and therefore may not be supported by Novo Nordisk. It is a Novo Nordisk policy that
such individual reports do not precede the primary manuscriptl and should always reference the
primary manuscript of the trial.

Novo Nordisk reserves the right to prior review of such publications. Further to allow for the
primary manuscript to be published as the (irst, Novo Nordisk asks [or deferment ol publication of’
individual site results until the primary manuscript is accepted for publication. As Novo Nordisk
wants to live up to the industry publication policy, submission of a primary publication will take
place no later than 18 months after trial complction.

23.2  Investigator access to data and review of results

As owner of the trial database, Novo Nordisk has the discretion to determine who will have access
to the databasc. Individual investigators will have their own rescarch subjects' data, and will be
provided with the randomisation code alter resulis are available.
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24 Retention of clinical trial documentation

24.1 Retention of clinical trial documentation

Subject's medical records must be kept for the maximum period permitted by the hospital,
institution or private practicc.

The investigator must agree to archive the documentation (this includes both electronic and paper-
based records) pertaining to the trial in an archive after completion or discontinuation of the trial if
not otherwise notified. The investigator should not destroy any documents without prior permission
from Novo Nordisk. If the investigator cannot archive the documents at the trial site, Novo Nordisk
can refer the investigator to an independent archive provider that has a system in place to allow only
the investigator to access the files.

The investigator must be able to access his/her trial documents without involving Novo Nordisk in
any way. Site-specific CREs and other subject data (in an electronic readable format or as paper
copics or prints) will be provided to the investigator before access is revoked to the systems
supplied by Novo Nordisk. These data must be retained by the trial site. T[ the provided data (¢.g.
the CD-ROM) is not readable during the entire storage period, the investigator can request a new
copy. A copy of all data will be stored by Novo Nordisk.

Novo Nordisk will maintain Novo Nordisk documentation pertaining to the trial for as long as the
product is on the market plus 20 years.

The [iles [rom the trial site/institution must be retained for 15 years alter the completion ol the trial,
or longer il required by local regulations or Novo Nordisk. In any case trial (iles cannot be
destroyed until the trial site/institution is notified by Novo Nordisk. The deletion process must
cnsure confidentiality of data and must be done in accordance with local regulatory requirements.



Protocol Date: 14 July 2015 | Novo Nordisk

Trial ID: NN9535-4216 \ AL Version: 1.0
UTN: Ul111-1164-8495 Status: Final
FudraCT no.: 2014-005375-91 Page: 97 ol 102

25 Institutional Review Boards/Independent Ethics Committees and
regulatory authorities

IRB/TEC:

Written approval or lavourable opinion must be obtained [rom IRB/ITIC prior to commencement of
the trial.

During the trial. the investigator or Novo Nordisk, as applicable, must promptly report the
(ollowing 1o the IRB/IEC, in accordance with local requirements: updates 1o Investigator's
Brochure, unexpected SAEs where a causal relationship cannot be ruled out, protocol amendments
according to local requirements, deviations to the protocol implemented to eliminate immediate
hazards (o the subjects, new inlormation that may allect adversely the salety ol the subjects or the
conduct of the trial (including new benelit-risk analysis in case it will have an impact on the
planncd follow-up of the subjects), annually written summarics of the trial status, and other
documents as required by the local IRB/ITEC.

The investigator must ensure submission ol the clinical trial report synopsis 1o the IRB/IEC.

Protocol amendments must not be implemented before approval or favourable opinion according to
local regulations, unless necessary to eliminate immediate hazards to the subjects.

‘I'he investigator must maintain an accurate and complete record of all submissions made to the
IRB/IEC. The records must be filed in the investigator trial master file and copics must be sent to
Novo Nordisk.

Regulatory Authorities:

Regulatory authorities will receive the clinical trial application, protocol amendments, reports on
SATs, and the clinical trial report according to national requircments.
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26 Indemnity statement

Novo Nordisk carries product liability (or its products, and liability as assumed under the special
laws, acts and/or guidelines for conducting clinical trials in any country, unless others have shown
negligence.

Novo Nordisk assumes no liability in the event of negligence, or any other liability of the sites or
investigators conducting the trial, or by persons lor whom the said site or investigator are
responsible.

Novo Nordisk accepts liability in accordance with:

Germany: German Drug Law dated August 24, 1976, last amended by article 3 of the law dated
December 17, 2014 (Federal Law Gazette [ p. 2222).

France: The French Public Health Code article 1. 1121-10 (law n® 2004-806 ol 9 August 2004 art.
88 L, IX Journal Officiel of 11 August 2004. "The sponsor is responsible for identification of the
harmful conscquences of the biomedical rescarch for the person lending himsclf thercto and for
indemnilication ol his beneliciaries. except in case ol prool, incumbent on it, that the prejudice is
not attributable to his fault of or the fault of any intervening party, without the sponsor's being
entitled to call on acts by a third party or thc voluntary withdrawal of the person who had initially
consented to cooperating in the research.”
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The following questions are concerned with the treatment for your diabetes (including
insulin, tablets and/or diet) and your experience over the past few weeks. Please answer
each question by circling a number on each of the scales.

1. How satisfied are you with your current treatment?

very satisfied 6 5 4 3 2 1 0 very dissatisfied

2. How often have you felt that your blood sugars have been unacceptably high recently?

most of the time 6 5 4 3 2 1 0 none of the time

3. How often have you felt that your blood sugars have been unacceptably low recently?

most of the time 6 5 4 3 2 1 0 none of the time

4. How convenient have you been finding your treatment to be recently?

very convenient 6 5 4 3 2 1 0 very inconvenient

5. How flexible have you been finding your treatment to be recently?

very flexible 6 5 4 3 2 1 0 very inflexible

6. How satisfied are you with your understanding of your diabetes?

very satisfied 6 5 4 3 2 1 0 very dissatisfied

7. Would you recommend this form of treatment to someone else with your kind of diabetes?

Yes, | would definitely 6 5 4 3 2 1 0 No, | would definitely
recommend the not recommend the
freatment treatment

8. How satisfied would you be to continue with your present form of treatment?

very satisfied 6 5 4 3 2 1 0 very dissatisfied

Please make sure that you have circled one number on each of the scales.

DTSQs © Prof Clare Bradley 9/93 Standard UK English (rev. 7/94)
Health Psychology Research, Dept of Psychology, Royal Holloway, University of London, Egham, Surrey, TW20 0EX, UK.



Protocol - Appendix A Dalc: 14 July 2015 | Novo Nordisk

I'rial 1D: NN9335-4216 Version; 1.0
UTN: U1111-1164-8495 CONFIPENTFAL Status: Iinal
LudraCT No.: 2014-005375-91 Pagc: 3ol8

Your Health and Well-Being

This survey asks for your views about your health. This information will help
keep track of how you feel and how well you are able to do your usual
activities. Thank you for completing this survey!

For each of the following questions, please tick the one box that best describes
your answer.

1. In general, would you say your health is:

‘ Excellent Very good Good [Fair Poor ‘
v v v v v
. mf . . mf

2. Compared to one vear ago, how would you rate your health in general

now?
Much better Somcwhat About the Somcwhat Much worsc
now than onc better samc as worsc now than onc
vear ago now than one  one yearago  now than one year ago
year ago year ago
L] HE []- L] g

ST-30v2™ [Tealth Survey © 1992-2002 by TTealth Assessment Lab, Medical OQutcomes Trust and QualityMetric Tncorporated. All rights reserved.
SE-36® is a regisiered trademark of Medieal Outeotnes 1'rust.
(IQOIA SF=36v2 Stundard, English (United Kingdom) 8 02)
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3. The following questions arc about activitics you might do during a typical
day. Does your health now limit vou in these activities? If so, how much?

Yes, Yes, No, not
limited limited limited
alot a little at all

» Vigorous activitics, such as running, lifting
hecavy objects, participating in SIFCNUOUS SPOTTS....eeerveieereannenn [ [ T HE

» Moderate activities, such as moving a table, pushing

a vacuum cleaner, bowling, or plaving golf ...........ccoccvvvruen... [ E— [ HE
¢ Lifting or carrying groceries ........ocovvieriererecreerieeeeeee e I T— | HE
. Climbing several (Hghts 0l STAITS ....evevverveereerrenrenrreereeeeeriennes (e R HE
¢ Climbing one flight of Stairs ...c.cccvvvviverniennriernnn e [T, T []:
v Bending, kneeling, or SLOOPINE c.oovicvieriirieniiienierieerensesreennens [ e, | T HE
¢ Walking more than a mile........cccocevieiiiiiieiiciincinriceieenienieee | T [Jaeinee. []-
v Walking several hundred vards........cccovcvveeevcrencreorieonenieonieenes [, [Janen. []-
i Walking one hundred yards ........ccccoveeienieieiieinreeeee e T | (]
i Bathing or dressing yoursCll ..o I [ o, HE

STF-30v2™ [Tealth Survey € 1992-2002 by [Iealth Assessment Lab, Medical Qutcomes Trust and QualityMetric Incorporated. All rights reserved.
SI-36@ is a registered trademmark of Medical Outcomes Trust.
(IQOLA Sli-36v2 Standard, Lnglish (United Kingdom) 8 02)
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4. During the past 4 weeks, how much of the time have you had any of the
following problems with your work or other regular daily activities as a
result of your physical health?

All of Most ol Some of A little of None of
the time the time the time the time the time

v v v vV Vv

a Cut down on the amount of
time you spent on work or

Other activitieS ..ovviievieiirreerieiinrens I R [, - [ E— []s

v Accomplished less than you

WOULA TIKE.ooiirrieriieeciiar e e (] [, [ T [, HE

< Were limited in the kind of

work or other activities ................. [ T T [ [ — []s

« Had difficulty performing the
work or other activitics (for

examplc, it 1ook extra effort)........... I R [ [ - I E—— []s

5. During the past 4 weeks, how much of the time have you had any of the
following problems with your work or other regular daily activities as a
result of any emotional problems (such as feeling depressed or anxious)?

All of Most of Some of A little of  None of
the time the time the time the time the time

v v v vV Vv

o Cut down on the amount of
time you spent on work or

Other aCtiVItIeS c.vvvrverierecereerevnresiens [ E— [ ]2 TR [ T Ls

v Accomplished less than you

WOuld TG |:| D 2 irenrenaas D = |:| 4eernarannane |:| 3

. Did work or other activitics

less carcfully than usual ................. [ R I [ - I — []s

ST-30v2™ [[ealth Survey © 1992-2002 by [Iealth Assessment Lab, Medical OQutcomes Trust and QualityMetric Incorporated. All rights reserved.
SI36® is a regisfered trademark of Medical Outeotnes 1'rust.
(IQOLLA SF-36v2 Standurd, English (United Kingdom) 8 02)
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6. During the past 4 weeks, to what cxtent has your physical health or
emotional problems interfered with your normal social activities with family,
friends, neighbours, or groups?

‘ Not at all Slightly Moderately Quite a bit LCxtremely |
] 1. - mp -

7. How much bodily pain have you had during the past 4 weeks?

‘ None Very mild Mild Moderate Severe Very severe ‘
v A 4 A 4 v A 4 v
L] L] HE L. HE e

8. During the past 4 weeks, how much did pain interfere with your normal
work (including hoth work outside the home and housework)?

‘ Not at all A little bit Moderately Quite a bit Extremely |
L] L] HE L. L]s

S[-36v2™ JTealth Survey €© 1992-2002 by [Iealth Assessment Lab, Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SIi-36® is a registered trademark of Medical Outcommes 1'rust.
(IQOLA S1i-36v2 Standard, Linglish (United Kingdomn) 8 02)
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9. Thesc questions arc about how you feel and how things have been with you
during the past 4 weeks. For each question, please give the one answer that
comes closest to the way you have been teeling. How much of the time
during the past 4 weeks...

All of Most of Some of A little of  None of
the time the time the time the time the time

. Did you feel full of Hfe?..ooeniennee.. I:l | aveenraranans l:l 2 iiieeeneeas D 3 arranreaneas D B iiiineiannas I:‘ 5
» Have you been very nervous? ......... [ — I ER— [ E— P HE

« Have you felt so down in the
dumps that nothing could

cheer You up? cooveveeveciecceeieeeee, [ — I [ [ HE

« Have you felt calm and

pCElCCﬂll? ......................................... I:l | D 2 i, l:l 3 aereareearaan I:‘ E PPN I:‘ s
« Did you have a lot of cnergy? ......... [ - R [ ER [ HE

r [lave you [elt downhearled

al]dl()w? .......................................... |:|1 ............. |:|; ............. l:]; ............. I:‘:; ............. |:|5
» Did you feel worn out?..........coevven. [ - [z, [ [ s [1:

» Have you been happy? ......cccouee..e.. [ — I ER— [ E— I — s
i Did you feel tired?.........ccoeevreeennen. [ — T [ ]5n. S HE

SE=36v2™ Heulth Survey © 1992-2002 by Health Assessment Lab, Medical Outeornes Trust and QualityMctrie [ncorporated. All rights reserved.
SF-36@ is a vegistered trademark ol Medical Outcomes Trust.
(IQOLA SF-36v2 Standard, English (United Kingdom) 8 02)
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10. During the past 4 weeks, how much of the time has your physical health or
emotional problems interfered with your social activities (like visiting with
friends, relatives, etc.)?

All of Most of Some ol A little of None ol
the time the Lime the time the time the time
K HE HE K HE

11. How TRUE or FALSE is each of the following statements for you?

Dcfinitcly ~ Mostly Don’t Mostly  Dcfinitely
truc know false falsc

v vV Vv v v

a [ seem to get ill more

casily than other peoplc .................. [ - I [ ET— I []s

» [ am as hcalthy as

anybody TKNOW.erveerinriinieeieirnnenns D D vesenverveers l:l 2 tevervrernees D Bueavasrraerner D I TTTSTIIN I:‘ 5

« Texpect my health to

ZET WOTSE ovivvvininiisrnierninnnesiinsrennnan I:‘ D vvearverneens l:l 2 verereeariens l:l Grrerearieanes D T ierrrernerees I:l 5
¢ My health is excellent ... R I E—— [ 5. | []s

Thank you for completing these questions!

SE-36v2™ Health Survey € 1992-2002 by Health Agsessment Tab, Medical Qutcomes Trust aud QualityMelric Incorporated. All rights reserved.,
S[-36@W is a registered trademark of Medical Outcomes Trust.
(IQOLA S1i-36v2 Standard. Linglish (United Kingdom) 8 02)
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Appendix B

Monitoring of Calcitonin

This
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1 Background

Treatment with GLP-1 receplor agonists has shown (o be associated with thyroid C-cell changes in
rodents but not in non-human primates. The human relevance of this finding is unknown. However,
bascd on the findings in rodents, monitoring of scrum calcitonin (a sensitive biomarker for C-ccll
activation) is currently being performed in clinical trials with semaglutide.

While there is general agreement on the clinical interpretation of substantially elevated calcitonin
levels (greater than 100 ng/1.) as likely indicative of C-cell neoplasia, the interpretation of values
between upper normal range (5.0 and 8.4 ng/I. for women and men, respectively) and 100 ng/I. is
less clear with regards to indication of disease.

There arc several known confounding factors aftecting calcitonin levels, c.g.:

¢ Recnal dysfunction

e Smoking

e Autoimmune thyroiditis

e Several drug classes (e.g. proton pump inhibitors, beta=blockers, H,-blockers and
glucocorticoids)

Physiology of C-ccll activation in various clinical conditions and in diffcrent paticnt populations
(i.e. with various co-morbidities) is poorly understood. There may be various clinical conditions not
identified so far which mildly or moderately affect calcitonin secretion by C-cells.
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2 Calcitonin monitoring

A blood sample will be drawn at pre-specified trial visits [or measurement ol calcitonin. Subjects
with a calcitonin value > 50 ng/L cannot be randomised according to protocol section 6.3.

[n casc a subjcct has a calcitonin value > 10 ng/L, the algorithm outlined in Figure 1 and described
below should be [ollowed. The algorithm applies for all calcitonin values including screening
values.

il Calcitonin < 10 ng/fL No action
* - Investigate potential
Famy confounding factors
Cﬂitltﬂr;lg = ILD and . ‘Continue sampling of -
5 ng/ calcitonin according to the
protocol
et =
Calcitonin 2 50 ng . » Discontinue trial product
« Refer to thyroid
specialist
Calcitonin:
~ * 210 ng/L and + Refer to thyroid
screan failure . specialist

« 210 ng/L and last
measurement in
the trial

Figure 1 Flow of calcitonin monitoring
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2.1 Calcitonin > 100 ng/L

Action: The subject (even if a screen failure) must immediately be referred to a thyroid specialist
for further evaluation and the trial product must be discontinued (see protocol section 6.5 premature
discontinuation of trial product). The subjcct should remain in the trial, however all medications
suspected 1o relate 1o this condition must be discontinued until diagnosis has been established.

Background: These values were found in 9 (0.15%) ol'a population ol 5817 patients with thyroid
nodular discasc.* All of these patients were diagnosed with medullary thyroid carcinoma (MTC)
resulting in a positive predictive value ol 100 %.

Diagnostic evaluation should include:

e Thyroid ultrasound examination
e Fine needle aspiration of any nodules >1 cm
o Potentially surgery with neck dissection

In casc a subject is diagnosed with MTC, it is common clinical practice to explore the family
history of MT'C or MEN2 and perform a genetic test for RET proto-oncogene mutation.

2.2 Calcitonin > 50 and < 100 ng/L

Action: The subject (even il a screen (ailure) should be referred to a thyroid specialist (or [urther
evaluation and the trial product should be discontinued. The subject should remain in the trial,
however all medications suspected to relate to this condition must be discontinued until appropriate
treatment has been initiated.

Background: These values were [ound in 8 (0.14%) ol the population ol 5817 patients with thyroid
nodular disease’ Two of these subjects were diagnosed with M'T'C and two were diagnosed with C-
cell hyperplasia, resulting in a positive predictive value of a C-cell anomaly of 50%.

Diagnostic evaluation should include:

e Thyroid ultrasound examination

e [favailable and there are no contraindication. a pentagastrin stimulation test. Subjects with
positive pentagastrin stimulation tests should be considered to undergo surgery

e [f pentagastrin is not available, thyroid ultrasound and fine needle aspiration biopsy may add
important clinical information about the need for surgery.

2.3 Calcitonin > 10 and <50 ng/L

Action: Thc subject can continue in the trial on trial product. Continuc sampling of calcitonin
according to the protocol.
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[f the subject is a screen failure or if the valuc is from the last sample taken in the trial, the subject

should be referred to a thyroid specialist for further evaluation.

Background: Calcitonin values from 20-50 ng’/L were found in up to 1% of subjects of the

population of 5817 paticnts with thyroid nodular discasc'. The predictive valuc of a C-cell anomaly
(or this calcitonin level was 8.3%. However, the likelihood of having a medullary carcinoma >1 cm

with calcitonin in this range is extremely low.

Tor calcitonin values between 10-20 ng/L Costante ct al* identificd 216 (3.7%) paticnts. Once paticnt

out ol the 216 had a subsequent basal (unstimulated) calcitonin ol 33 ng/l., and had C-cell
hyperplasia at surgery. Two other studies used a cut-off of C'1 > 10 ng/L to screen for C-cell

disease, but they do not provide sufficient information on patients with basal CT >10 and <20 ng/L

i, jii

to allow conclusions.”



Protocol Appendix B Date: 14 July 2015 | Novo Nordisk

Trial ID: NN9535-4216 \ AL Version: 1.0
UTN: Ul111-1164-8495 Status: Final
FudraC’l No.: 2014-005375-91 Page: 6ol6

3 References

! Costante G, Mcringolo D, Durante C, Bianchi D, Nocera M, Tumino S ct al. Predictive value of scrum calcitonin
levels for preoperative diagnosis of medullary thyroid carcinoma in a cohort of 5817 consccutive paticnts with
thyroid nodules. Journal of Clinical Lindocrinology and Metabolism 2007; 92(2):450-455.

i Scheuba C, Kascrer K, Moritz A, Drosten R, Vierhapper H, Bicglmayer C ct al. Sporadic
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1 Introduction including rationale for the protocol amendment

The rationalce for this protocol amendment is clarification on the adequate contraceptive measure
acceptable for Portugal.

According to the Clinical Trials Facilitation Group (CTFG) on the Recommendations related to
contraception and pregnancy testing in clinical trials (2014) the study protocol should contain
detailed information on the level ol contraception and the possibility lor an inieraction between the
IMP or the non-investigational medicinal products and hormonal contracceptives. the frequency of
pregnancy testing, and the duration of the need for contraceptive measures and pregnancy testing.

[n this protocol amendment:
e Any ncw text is written in hold italics.
e Any text deleted Irom the protocol is written using strike-through.

2 Changes

6.3 Exclusion criteria (page 27)
TFor an eligible subject, all exclusion criteria must be answered "no".

3. Female who is pregnant, breast-leeding or intends (o become pregnant or is of child-bearing
potential and not using an adcquatc contraceptive method (adequate contraceptive mcasures as
required by local regulation or practice). Germany.: Only highly effective methods of birth
control are accepted (i.e. one that resulls in less than 1% per year failure rale when used
consistently and correctly such as implants, injectables, combined oral contraceptives, some
intrauterine device), or sexual abstinence or vasectomised partner. Ireland: Adequate
coniracepltive measures are defined as established use of combined oral contraceplives,
injected or implanted hormonal methods of contraception, sterilisation, intrauterine device or
intrauterine system or consistent use of barrier methods together with the use of spermicide
and sexual abstinence. United Kingdom: Adequate contraceptive measures are defined as
established use of oral, intravaginal, (ransdermal combined esirogen and progestogen
hormonal methods of contraception, oral, injected or implanted progestogen only hormonal
melhods of conlraceplion, placemen! of an inlfraulerine device or inlraulerine hormone
releasing svstem, bilateral tubal occlusion, barrier methods of contfraception (condom or
occlusive cap with spermicidal foam/gel/film/cream/suppository), female sterilisation,
vasectomised partner (where partner is sole partner of subject), or true abstinence (when in
line with preferred and usual lifestyle). Portugal: Only highly effective methods of birth
control (i.e. one that results in less than 1% per year failure rate when used consistently) are
accepted, such as sexual abstinence (when in line with the preferred and usual lifestyle),
combined (estrogen and progestogen containing) hormonal contraception associated with
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inhibition of ovulation (oral, intravaginal, transdermal), progestogen-only hormonal
contraception associated with inhibition of ovulation (oral, injectable, implantable),
intrauterine device (IUD), intrauterine hormone-releasing system (IUS), bilateral tubal
occlusion or vasectomised partner.
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1 Introduction including rationale for the protocol amendment

The main objective ol this global protocol amendment is to align the Risks and Precautions section
of the protocol (section 18.1.1) with edition 11, amendment 1, version 2.0 of the Investigator’s
Brochure for subcutancous semaglutide in order to include new information on diabetes retinopathy
complications, as observed in the SUSTAIN 6 cardiovascular outcomes trial (NN9535-3744).

references have been included (see section 2.8). Attachment I has been updated with new key staff
and vendor inlormation (see section 3.1). The rationale (or each ol these changes is given just alier
the description of each change.

[n this protocol amendment:
e Any ncw text is written in italics.
e Any lext deleted Irom the protocol is written using strtke-through.

=

2 Changes

2.1 Section 18.1.1.1 Semaglutide

Diabetic retinopathy complications

A transient worsening of diabetic retinopathy is a recognised complication in selected patients with
diabeles after initiation of intensive antidiabetic treatment.”* Risk fuctors for these complications
include long-standing poor glycaemic control and presence of proliferative retinopathy, and initial
large improvements in blood glucose may be an additional aggravating factor. Several studies
have, however, documenlted long-term beneficial effects of intensive glycaemic (realmenl in
reducing retinopathy progression™ * even in intensively treated patients who experienced early
worsening.”® In a cardiovascular outcomes trial with s.c. semaglutide, resulls indicate an increased
risk of complications related (o diabelic retinopathy in subjects treated with semaglutide compared
with placebo.”” As a precaution in this trial, all subjects are required to have fundus photography
or fundoscopy performed before enrolment into the trial; moreover, subjects with proliferative
relinopathy or maculopathy requiring acule (realment will be excluded. As part of good diabeles
management the investigator is encouraged to ensure adequate monitoring and treatment of
diabetic retinopathy in subjects enrolled into the trial.”’

[New text to be placed alter “Gastrointestinal adverse events”. Please see section 2.8 of this
protocol amendment [or the relerences].

Rationale: See section 1 of the amendment.
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2.2 Section 8.1.6 Premature discontinuation of trial product

Subjects discontinuing trial product prematurely should continue with the scheduled site contacts
after visit 9A and phone contact 104 keshave been conducted.

Rationale: A corrcction to clarify that trial subjects should resume the scheduled sitc contacts only
alter visit 9A and phone contact 10A have been conducted. This is in alignment with the text in the
Subject Information/Informed Consent [orm and the previous SUSTAIN trials.

23 Section 8.4.7 Calcitonin
In case any calcitonin value at any time ol the trial 1s=38-rgf= =/0 ng/l, the algorithm in appendix
B should be followed.

Rationalc: Correction ol a typo whereby the value specilied lor calcitonin does not match the value
specilied in appendix B.

24 Section 8.6.1 Subject diary

Subjects who prematurely discontinue from trial product are nol required lo use diaries for
subsequent scheduled visits after the follow-up premature discontinuation visit (P104).

[Text to be placed alter the paragraph beginning “The diaries should be handed out/collected as
indicated in the flow chart™].

Rationale: To clarify that subjccts who discontinuc trial product but remain in the trial do not nced
to usc subjcct diarics for scheduled visits after the follow=up premature discontinuation visit
(P10A).

2.5 Section 8.1.5 Fasting visits

The subjects should atlend sile visits in a fasting state (see section 2 for delails). Fasting is defined
as having consumed only water within the last 6 hours prior to the visit.
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If the subject does not attend the visit in a fasting state, the subject should be asked to attend a
rescheduled visit within the visit window (o have the fasting assessmenls performed.

Glucose lowering agents and trial product should not be taken until after blood sampling has been
performed but other prescribed medication should be taken according to prescription.

Rationalc: To clarily that subjects who take trial product on the day ol the site visit, but prior to lab
sampling, are considered as [asting. Note that no new text has been added or deleted as part of
this change: thc order of the text has instcad been updated to make the section morc clear.

2.6 Table 12-1 Adverse events with additional data collection
Event Event adjudication Spccial ¢CRF form
Fatal cvent Yecs No
Acute coronary svndrome Yes Yes
Cerebrovascular event Yes Yes
Heart failure requiring hospitalisation Yes Yes
Pancreatitis Yes Yes
Thyroid disease (including thyroid neoplasm) Yes; (only if thyroid neoplasm | Yes
or resulting in thyroidectomy)
MalignantwNeoplasm (excluding thyroid neoplasm) Yes (only if malignant) Yes
Hypersensitivity reactions No Ycs

Rationalc: To clarily that all neoplasms should be considered adverse events requiring additional
data collection. but that only malignant neoplasms require adjudication. This update will align the
information in Tablc 12-1, scction 8.7 (Advcerse cvents with additional data collection), and

Table 12-2 (Adverse events for adjudication).

2.7 Scetion 8.7 Adverse events with additional data collection

Selected events (cardiovascular events, pancreatitis, thyroid disease and malignant neoplasm) will
be adjudicated and (or {urther details on the delinitions, please reler to Table 12-2.

Rationale: Please refer to the rationale for section 2.6.
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2.8 Section 27 References

45. Dahl-Jorgensen K, Brinchmann-Hansen O, Hanssen KF, Sandvik L, Aagenaes Q. Rapid
tightening of blood glucose control leads to transient deterioration of retinopathy in insulin
dependent diabetes mellitus. the Oslo study. Br Med .J (Clin Res Fd). 1985,290(6471):811-
5.

46. The Diabetes Control and Complications Trial Research Group. Early worsening of
diabetic retinopathy in the Diabetes Control and Complications Trial. Arch Ophthalmol.
1998;116(7):874-86.

4" Varadhan I, Humphreys T, Walker AB, Varughese (1. The impact of improved glycaemic
control with GLP-1 receptor agonist therapy on diabetic retinopathy. Diabetes Res Clin
Pract. 2014;103(3):e37-9.

48. UKPDS Group. Intensive blood-glucose control with sulphonylureas or insulin compared
with conventional treatment and risk of complications in patients with lype 2 diabeles
(UKPDS 33). UK Prospective Diabetes Study (UKPDS) Group. Lancet.
1998;352(9131):837-33, Erratum 1999; 354: 602.

49. The Action to Control Cardiovascular Risk in Diabetes Follow-On (ACCORDION) Eye
Study Group and the Action to Control Cardiovascular Risk in Diabetes Follow-On
(ACCORDION) Study Group. Persistent Effects of Intensive Glycemic Conlrol on
Retinopathy in Type 2 Diabetes in the Action to Control Cardiovascular Risk in Diabetes
(ACCORD) Follow-On Study. Diabeltes Care. 2016,39(7):1089-100.

50. Marso SP, Bain SC, Consoli A, Eliaschewitz FG, Jodar E, Leiter LA, et al. Semaglutide and
Cardiovascular Outcomes in Patients with Type 2 Diabetes. N Engl J Med. 2016.

51. American Diabetes Association. Standards of medical care in diabetes - 2016. Diabetes
Care. 201639 (Suppl. 1):S1-S109.

Rationale: To add the scven references cited in the new text on diabcetic retinopathy complications
in protocol section 18.1.1.1 (see section 2.1 of this protocol amendment). Inclusion of these
references will change the numbering of the subsequent references in the protocol.
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3 Changes in protocol attachments

3.1 Attachment 1 — Global list of key statf and relevant departments and suppliers of

clinical relevance

International ‘I'rial
Manager(s):

Customer Complaint Center,
(Contact for technical
complaints):

Central T.aboratory:

Special T.aboratory:

Namec:

Tille:

Tel:

E-mail:

Name:

Address:

Name:

Tel:

F-mail:

Name:

Novo Nordisk A/S
Att: Customer Complaint Center

Krogshoejvej-4 55

Novo Nordisk Maaloev
Il and Lo Lsis Dial ¢ 6o

Immunogenicity Assessment

Rationale: To capture updated key stall and vendor inlormation.
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Instructions on how to use the PDS290 pen-injector

Please read these instructions carefully before using your PDS290 pen-
injector.

Do not use your pen-injector without proper training from your doctor or
nurse.

Start by checking your pen-injector to make sure that it contains the drug
product you need, then look at the illustrations on the next page to get to
know the different parts of your pen-injector and needle.

If you are blind or have poor eyesight and cannot read the dose
counter on the pen-injector, do not use this pen-injector without help.
Get help from a person with good eyesight who is trained to use the PDS290
pen-injector.

Your pen-injector is a pre-filled dial-a-dose pen. It contains 1.34 mg/ml of
drug product in a 1.5 ml pen-injector. You can select doses of 0.25 mg, 0.5 mg
and 1.0 mg.

Your pen-injector is designed to be used with disposable needles up to a length
of 8 mm.

P mportant information

Pay special attention to these notes as they are important for safe use of the
pen-injector.

Batch no.:

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

e T ek
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PDS290 pen-injector and needle (example)

——Pen cap
| Outer
; needle cap
i E{h
| il
e —
= : Pen window Inner
—_— needle cap
——
Flow check |
symbol (T
Y [ —J—Needle

Dose counter
Dose pointer .
—+— Paper tab

Dose selector _' |

~— Dose button

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
[Era el gHE
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For clinical trial use
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1. Prepare your pen-injector with a new needle

Check the name and label of your pen-

injector, to make sure that it contains the drug ¢ y
product you need. This is especially important
if you take more than one type of medicine.

A. Pull off the pen cap.

B. Check that the drug product in your pen-

injector is clear and colourless. Look through
the pen window. If the drug product looks
cloudy, do not use the pen-injector.

C. Take a new needle, and tear off the paper
tab.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE
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D. Push the needle straight onto the pen-
injector. Turn until it is on tight.

E. Pull off the outer needle cap and keep it
for later. You will need it after the injection,

to safely remove the needle from the pen. (= f
*ff‘ *

Pull off the inner needle cap and throw it A g
awe.ly. If you tr.y to put it ba.ck on, you may ‘ F"’/ B _fi/
accidentally stick yourself with the needle. Fa:;/ laal |5 ;.-___,{’(ﬁ

N .

T | W)

A drop of drug product may appear at the e
needle tip. This is normal, but you must still

check the product flow, if you use a new pen-
injector for the first time.

Do not attach a new needle to your pen
until you are ready to take your injection.

¥ Always use a new needle for each
injection.
This may prevent blocked needles,
contamination, infection, and inaccurate
dosing.

/. Never use a bent or damaged needle.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE



Directions for use for 1.5 mIPDS290 pen-injector
For clinical trial use
Trial ID: NN9535-4216

Applies to: Semaglutide

5o0f 15

Check the drug product flow before your
first injection with each new pen-
injector. If your pen-injector is already in
use, go to section 3: Select your dose.

. Turn the dose selector until the dose
counter shows the flow check symbol.

. Hold the pen-injector with the needle pointing
up.

Tap the top of the pen-injector gently a

few times to let any air bubbles rise to the top.

. Press and hold in the dose button until the

dose counter shows O.

The O must line up with the dose pointer.

A drop of drug product should appear at the
needle tip.

2. With each new pen-injector, check the drug product flow

Flow check

symbol
selected

l '

=
*

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE
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A small drop may remain at the needle tip, but it will not be injected.

If no drop appears, repeat steps 2A to 2C up to 6 times. If there is still no
drop, change the needle and repeat steps 2A to 2C once more.

If a drop of drug product still does not appear, do not use the pen-
injector. Contact your doctor or nurse.

Only check the drug product flow, before your first injection with each
new pen-injector.

it Always make sure that a drop appears at the needle tip before you use
a new pen-injector for the first time. This makes sure that the drug
product flows.

If no drop appears, you will not inject any drug product, even though the
dose counter may move. This may indicate a blocked or damaged
needle.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE



Directions for use for 1.5 mIPDS290 pen-injector

For clinical trial use
Trial ID: NN9535-4216
Applies to: Semaglutide
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3. Select your dose

A. Turn the dose selector until the dose
counter shows your dose (0.25 mg or
0.5 mg or 1.0 mg) as directed by your
doctor or nurse.

If you select a wrong dose, you can turn the
dose selector forward or backwards to the
correct dose.

The pen-injector can dial up to a maximum
of 1.0 mg.

The dose selector changes the number of mg. Only the dose counter and dose
pointer will show how many mg you select per dose.

0.25 mg
selected

or

0.5 mg
selected

or

1.0 mg
selected

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE
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For clinical trial use
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Applies to: Semaglutide
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You can select up to 1.0 mg per dose. When your pen contains less than 1.0
mg, the dose counter stops before 1.0 is shown. If you need more drug
product than the number of mg left in your pen-injector, use a new pen-
injector to inject the dose you need. Do not split the dose between two
pen-injectors.

The dose selector clicks differently when turned forward, backwards or past the
dose left in the pen-injector. Do not count the pen clicks.

Fii Always use the dose counter and the dose pointer to see how many
mg you have selected before injecting your dose.

Do not count the pen clicks. Only doses of 0.25 mg or 0.5 mgor 1.0
mg can be selected with the dose selector. The selected dose must
line up precisely with the dose pointer to ensure that you get a correct
dose.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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4. Inject your dose
A. Insert the needle into your skin as your rn
doctor or nurse has shown you.
Make sure you can see the dose counter.
Do not cover it with your fingers. This could
. - . . ____-_-_‘-"'--.
interrupt the injection.
B. Press and hold down the dose button = B
until the dose counter shows O. = e B
AR

The 0 must line up with the dose pointer. You
may then hear or feel a click.

q,!

C. Keep the needle in your skin after the dose
counter has returned to 0 and count slowly

to 6. | 1-2-3-4-5-6

Count slowly:

If the needle is removed earlier, you may see
a stream of drug product coming from the
needle tip. If so, the full dose will not be
delivered.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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D. Remove the needle from your skin. E
If blood appears at the injection site, press
lightly. Do not rub the area.

You may see a drop of drug product at the
needle tip after injecting. This is normal and
does not affect your dose.

/4 Always watch the dose counter to know how many mg you inject.
Hold the dose button down until the dose counter shows 0.

How to identify a blocked or damaged needle?

If 0 does not appear in the dose counter after continuously pressing the
dose button, you may have used a blocked or damaged needle.

In this case - you have not received any drug product - even though the
dose counter has moved from the original dose that you have set.

How to handle a blocked needle?

Change the needle as described in section 5 and repeat all steps starting
with section 1: Prepare your pen with a new needle. Make sure you select
the full dose you need.

Never touch the dose counter when you inject. This can interrupt the
injection.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN

[Era el L g HE



Directions for use for 1.5 mIPDS290 pen-injector

For clinical trial use
Trial ID: NN9535-4216
Applies to: Semaglutide

11 of 15
5. After your injection
A. Lead the needle tip into the outer needle = 1
cap on a flat surface without touching the — - I
needle or the outer cap. N i
o |
PR ol |
— [ |
)
1
P
r |
— 1
g L :
B. Once the needle is covered, carefully push " ~ >
A

the outer needle cap completely on.

Unscrew the needle and dispose of it carefully.

C. Put the pen cap on your pen-injector after
each use to protect the drug product from
light.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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Always dispose of the needle after each injection to ensure convenient
injections and prevent blocked needles. If the needle is blocked, you will not
inject any drug product.

Please keep all used and unused pen-injectors and return them to you
doctor or nurse as instructed. Please dispose of all used needles as
instructed by your doctor or nurse.

4 Never try to put the inner needle cap back on the needle. You may
stick yourself with the needle.

/M Always remove the needle from your pen-injector after each
injection. This may prevent blocked needles, contamination, infection,
leakage of drug product and inaccurate dosing.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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How much drug product is left

A. To see how much drug product is left, turn
the dose selector:

If you can turn the dose selector until the dose
counter shows 1.0 at least 1.0 mg is left in
your pen-injector.

If the dose counter stops before 1.0 mg,
there is not enough drug product left for a full

dose of 1.0 mg. Dose
counter

] o stopped:

Do not split your dose. Use a new pen-injector 0.5 mg left

if you need more drug product than the mg
left in your pen-injector.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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Caring for your pen-injector

Do not leave your pen-injector in a car or other place where it can get
too hot or too cold.

Do not expose your pen-injector to dust, dirt or liquid.

Do not wash, soak or lubricate your pen-injector. If necessary, clean
it with mild detergent on a moistened cloth.

Do not drop your pen-injector or knock it against hard surfaces. If you
drop it or suspect a problem, attach a new needle and check the drug
product flow before you inject.

Do not try to refill your pen-injector. Once empty, it cannot be reused.
Do not try to repair your pen-injector or pull it apart.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
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Storage
Store correctly according to the storage conditions on the label.

M Further important information
e Never share your pen-injector or your needles with other people.

e Caregivers must be very careful when handling used needles - to
prevent needle injury and cross-infection.

Version: 1.5 ml pre-filled PDS290 pen-injector-solution for injection-v04-EN
e
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Reference ranges and outlier criteria for laboratory parameters

Parameter LLN ULN LLoQ Outlier criterion
Criterion CTCAE
grade
Alanine aminotransferase (U/L) 0 55.0 N/A >5xULLN  QGrade 3

Albumin (g/dL)

<60yr 3.5 5.0 N/A <2.0 Grade 3
>60yr 3.4 4.8
Alkaline phosphatase (U/L) 40.0 150.0 N/A >5xULN Grade 3

Amylasc (U/L)

<70yr 25.0 125.0 N/A >2xULN  Grade 3
>70yr 20.0 160.0

Aspartate aminotransferase (U/L) 5.0 34.0 N/A >5xULN  Grade 3
Calcitonin (ng/L)

Women 0 5.0 <2.0 >2() N/A
Men 0 8.4

Calcium (total)

mmol/I. (females and males <60yr1) 2.1 2.55 N/A N/A N/A
mmol/L (males > 60yr) 2.2 2.5

Calcium (total)

mg/dL ([emales and males <60yr) 8.4 10.2 N/A N/A N/A
mg/dL (males > 60yr) 8.8 10.0

Crcatininc (umol/L)

Women 49 90 N/A N’A N/A

Men 64 104




Semaglutide s.c. Date: 28 November 2017 | Novo Nordisk
Trial ID: NN9535-4216 | LN Version: 1.0
Clinical Trial Report CONFIDENHAL Status: Iinal
Appendix 16.1.1 Page: 2 of 3
Paramecter LLN ULN LLoQ  Outlicr critcrion
Critcrion  CTCAE
grade
Creatinine (mg/dL)
Women 0.55 1.02 N/A N/A N/A
Men 0.72 1.18
Erythrocytes (10]2/L)
Women 3.8 >4 N/A L/N/H N/A
Men 4.2 5.8
Fasting plasma glucosc
mmol/L 4.1 55 N/A N/A N/A
mg/dL 74 99
HDL-cholcsterol
mmol/L 1.04 N/A N/A N/A N/A
mg/dL 40 N/A
Haematocrit (%)
Women 35.0 47.0 N/A L/N/H N/A
Mecn 40.0 54.0
Haemoglobin (mmol/L)
Women 7.13 9.61 N/A (See g/dL)
Men 8.19 10.34
Haemoglobin (g/dL)
Women 15.5 N/A >4 g/dL Grade 3
Men 17.0 above
UTN/
<8 g/dL
HbA,, (%)
% 4.7 6.4 N/A N/A N/A
mmol/mol 28 46
LDL-cholestcrol
mmol/L N/A 2.57 N/A N/A N/A
mg/dL N/A 100
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Paramecter LLN ULN LLoQ  Outlicr critcrion
Critcrion  CTCAE

grade

Leukocytes (10°/L) 3.5 11.1 N/A <2.0 Grade 3

Lipase (U/L) 8.0 78.0 N/A >S5XxULN  Grade 4

Potassium (mmol/L) 3.5 5.1 N/A >6.0/<3.0  Grade 3

Pregnancy test (hCG) (mIU/mL) N/A 5.0 N/A N/A N/A

Sodium (mmol/L) 136 145 N/A >150/<130 Grade 3

Thrombocytes (10°/L) 150 400 N/A <50 Grade 3

Tatal bilirubin

umol/T, 0 20.5 N/A >3xULN  Grade 3

mg/dL 0 1.2

Total cholesterol

mmol/L N/A 5.17 N/A N/A N/A

mg/dL N/A 200

Triglycerides

mmol/L N/A 1.69 N/A N/A N/A

mg/dL N/A 150

Abbreviations: CTCAE = Common Terminology Criteria for Adverse Events; LLN = lower limit of normal; LLoQ =
lower limit of quantification; L/N/H = low/normal/high; N/A = not applicable; ULN = upper limit of normal; yr = years
of age.



